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PURPOSE: To obtain compounds having inhibiting activity of 
human immunodeficiency virus protease, which are useful in the 
treatment of HIV infections. 

CONSTITUTION: Compounds of formula I [X is an R20D(0) f 
R2NR3CCO) or the like; R2 is a lower alkyl, phenyl or the like; R3 
is H or a lower alkyl; R1 is a lower alkyl or lower cycloalkyl; Y is 
a lower alkyl, lower cycloalkyl, phenyl or the like; B is absent or 
a divalent group -NHCHR4CCO)-; R4 is a lower alkyl or the like], 
such as 4(S)-benzyloxy-1{3(S)-{{N-(benbyloxyloxycarbonyl)- 
valyl}amino}-2(R)-hydroxy-4-phenylbutyl}-N-tert- 
butylpyrrolidine-2(S)- carboxamide. The compd. of the formula I 
is obtained by reacting an epoxide of the formula II with 
pyrrolidinecarboxamide of formula III. 




C<0)tJHft 



0 



TT 




Hi 



CfOjNH* 



LEGAL STATUS 

[Date of request for examination] 



15.03.2000 

http://wwl9.ipdl.ncipi.gojp/PAl/result/detail/main/wAAA0YayeZDA4060251 58Pl.htm 



3/17/2006 



JP,06-025158,A [CLAIMS] 



Page 1 of 4 



* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] Formula 1 [Formula 1] 




The compound come out of and shown, or its acid addition salt which may be permitted in thrapeutics. [ — 
however, the inside of a formula and X - R2 OC (O), R2 C (O), or R2 NR3 C (O) -- it is (R2 among a 
formula) (i) Low-grade alkyl and (ii) low-grade cycloalkyl, phenyl (iii), or a halogen, The phenyl carried out 
by 1 **** of hydroxy ** low-grade alkyl or low-grade ARUKOKISHI, (iv) Phenyl (low-grade) alkyl or its 
aromatic series part Halogen, The phenyl (low-grade) alkyl carried out by 1 **** of hydroxy ** low-grade 
alkyl or low-grade ARUKOKISHI, (v) 1-naphthyl or 2-naphthyl, (vi) (Het), or (Het) - (low-grade alkyl) 
(Het) Or the univalent heterocycle radical of 5 containing the hetero atom of 1 or 2 chosen from nitrogen, 
oxygen, or sulfur or 6 members is shown (vii), they are 2-kino RINIRU or 3 -kino RINIRU. And; or X 
whose R3 is hydrogen or low-grade alkyl It is R2AOCH2 C (O) (R2A among a formula). ;B which is one 
permutation, two permutations, or the phenyl carried out 3 ****s with phenyl, low-grade alkyl, or a halogen 
They are whether it exists and divalent radical -NHCHR4 C(O)- (among a formula). R4 hydroxy ** low- 
grade alkyl; — low-grade cycloalkyl; (low-grade cycloalkyl) -(low-grade alkyl); phenylmethyl; — or it is the 
low-grade alkyl carried out by 1 **** of carboxy, low-grade alkoxy carbonyl, aminocarbonyl, 
aminocarbonyl (low-grade alkyl), or JI (low-grade alkyl) aminocarbonyl — ;R1 They are low-grade alkyl or 
low-grade cycloalkyl. ;Y hydroxy ** low-grade alkyl; — low-grade — cycloalkyl; phenyl or a halogen — 
Phenyl carried out by 1 **** of low-grade alkyl or low-grade ARUKOKISHI; Phenylmethyl or a halogen, It 
is phenylmethyl carried out by 1 **** of hydroxy ** low-grade alkyl or low-grade ARUKOKISHI.; or Y It 
is W(CH2) n Z (W is oxo-** thio, sulfinyl, or a sulfonyl among a formula Z). low-grade — phenyl; carried 
out by 1 **** of alkyl; phenyl or a halogen, hydroxy ** low-grade alkyl, or low-grade ARUKOKISHI — or 
(Het) — it is (the inside of a formula and (Het) are as the above-mentioned definition) — ;n is 0 or 1 . ] . 
[Claim 2] The inside of a formula and X are R2 OC (O) or R2 C (O) (R2 among a formula), low-grade - 
alkyl; phenyl (low-grade) alkyl; — phenyl (low-grade) alkyl (the 4th place of a phenyl part — chloro — ) ; or 
X which is the;l-naphthyl;2-naphthyl;2-furil;2-thienyl;2-pilus JINIRU;4-pilus JINIRU;2-pilus JINIRU 
methyl;4-thiazolyl methyl or 2-kino RINIRU permuted by fluoro, hydroxy ** methyl, or methoxy It is 
R2AOCH2 C (O) (R2A among a formula). In the location or two or more locations of 1 chosen from the 
group which consists of phenyl or 2 and 4, and the 6th place,;B which is 1, 2, or the phenyl carried out 3 
**** s w ith low-grade alkyl or a halogen It does not exist or is divalent radical-NHCHR4 C(O)- (R4 among 
a formula). Low-grade alkyl or hydroxy ** low-grade alkoxy carbonyl, aminocarbonyl, (Low-grade alkyl) it 
is the low-grade alkyl carried out by 1 **** of aminocarbonyl or JI (low-grade alkyl) aminocarbonyl — ;R1 
They are 1-methylethyl, 1, and 1 -dimethyl ethyl, 2-methylpropyl, cyclo propyl, cyclo butyl, cyclopentyl, or 
cyclohexyl.;Y Low-grade cycloalkyl, phenyl, 4-chlorophenyl, 4-BUROMO phenyl, 4-fluoro phenyl, 4- 
methylphenyl, 4-methoxypheny, phenylmethyl, methyl (4-fluoro phenyl), or (4-methylphenyl) methyl — it is 
— ; — or — Y It is W(CH2) n Z (W and n are as the above-mentioned definition among a formula). Z Low- 
grade alkyl, phenyl, 2-furil, 2-thienyl, 2-pyridinyl The compound according to claim 1 which is 3-pyridinyl 
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4-pyridinyl 4-thiazolyl, 2-pyrimidinyl, 4, and 6-dimethyl-2-pyrimidinyl or 2, and 6-dimethyl-4-pyrimidinyl, 
or its .acid addition salt which may be permitted in thrapeutics. 

[Claim 3] X among a formula tert-butyloxy carbonyl, benzyloxycarbonyl, Methoxycarbonyl, 
methoxycarbonyl (4-hydroxyphenyl), (4-chloro-phenyl) Methoxycarbonyl, acetyl, benzoyl, (4- 
methoxypheny) 1 -North America Free Trade Agreement RENIRU carbonyl, 2-North America Free Trade 
Agreement RENIRU carbonyl, 2-pilus JINIRU methoxycarbonyl, or 2-KINORI nil carbonyl, Phenoxy 
acetyl, acetyl (2-methylphenoxy), acetyl (2, 4-dimethyl phenoxy), (2 and 6-dimethyl phenoxy)-acetyl, acetyl 
(2, 4, 6-trimethyl phenoxy), They are acetyl or (the 4-fluoro -2, 6-dimethyl phenoxy) acetyl. (4-chloro 
phenoxy);B It does not exist or is divalent radical-NHCHR4 C(O)- (R4 among a formula). 1 -methylethyl, 1, 
and 1 -dimethyl ethyl, 1 -methylpropyl, they are 2-methylpropyl, methoxy carbonylmethyl, ethoxycarbonyl- 
methyl, or aminocarbonyl methyl — ;R1 They are 1 and 1 -dimethyl ethyl or cyclo propyl. ;Y Cyclohexyl, 
phenyl, 4-chlorophenyl, 4-fluoro phenyl, 4-methoxypheny, benzyl, methyl (4-methoxypheny), 2-methyl 
propoxy, phenoxy, and 2-pilus JINIRU oxy-**3-pilus JINIRU oxy-** 4-pilus JINIRU oxy-**2-pyrimidinyl 
oxy-**4 and 6-dimethyl-2-pyrimidyl oxy-** 2, 6-dimethyl-4-pyrimidinyl oxy-** benzyloxy, 2-pilus 
JINIRU methoxy, 4-thiazolyl methoxy, 2-pyrimidinyl methoxy, phenylthio, Phenyl sulfinyl, a phenyl 
sulfonyl, 2-PIRIJI nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, 4, 6-dimethyl thio-2- 
pyrimidinyl thio, benzyl thio, benzyl sulfinyl, The compound according to claim 2 which is a benzyl 
sulfonyl, thio (2-pilus JINIRU methyl), thio (3-pilus JINIRU methyl), or (4-pilus JINIRU methyl) thio, or its 
acid addition salt which may be permitted in thrapeutics. 

[Claim 4] X among a formula tert-butyloxy carbonyl, benzyloxycarbonyl, They are acetyl, 2-North America 
Free Trade Agreement RENIRU carbonyl, 2-pilus JINIRU methoxycarbonyl, and 2-KINORI nil carbonyl.; 
B It is the valyl, the isoleucyl, or the asparaginyl and is;Rl. They are 1 and 1 -dimethyl ethyl or cyclo 
propyl. ;Y Phenyl, benzyl, phenoxy, 2-pyrimidinyl oxy-**2, and 6-dimethyl-4-pyrimidinyl oxy-** 
Benzyloxy one, phenylthio, a phenyl sulfonyl, 2-PIRIJI nil thio, The compound according to claim 3 which 
is 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, 4, and 6-dimethyl-2-pyrimidinyl thio or (3-pilus 
JINIRU methyl) thio, or its acid addition salt which may be permitted in thrapeutics. 

[Claim 5] X among a formula Acetyl (2-methylphenoxy), (2 and 4-dimethyl phenoxy)-acetyl, (2, 6-dimethyl 
phenoxy) It is acetyl or (2, 4, 6-dimethyl phenoxy) acetyl, and;B does not exist, but it is;Rl. It is 1 and 1- 
dimethyl ethyl. ;Y Phenyl, benzyl, phenoxy, 2-pyrimidinyl oxy-**2, and 6-dimethyl-4-pyrimidinyl oxy-** 
Benzyloxy one, phenylthio, a phenyl sulfonyl, 2-PIRIJI nil thio, The compound according to claim 1 which 
is 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, 4, and 6-dimethyl-2-pyrimidinyl thio or (3-pilus 
JINIRU methyl) thio, or its acid addition salt which may be permitted in thrapeutics. 

[Claim 6] four — (— S --) - benzyloxy one - one - {— three — (— S — ) - {-- {-- N - (benzyloxycarbonyl) - the 
valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N-tert - butyl — a 
pyrrolidine - two — (— S — ) - the carboxamide — four — (— R — ) - benzyloxy one - one - {— three — (— S — ) 

- {— {-- N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — 
butyl — } - N-tert - butyl — a pyrrolidine - two — (— S — ) - the carboxamide — four — (— R — ) - benzyloxy 
one - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the asparaginyl — } — amino — } - two — (— 
R — ) - hydroxy one - four - phenyl — butyl — } - N-tert - butyl — a pyrrolidine - two — (— S — ) - the 
carboxamide — four — (— S — ) - benzyloxy one - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) 

- the asparaginyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N-tert - butyl - 

- a pyrrolidine - two — (— S — ) - the carboxamide — one - {— three — (— S — ) - {— {-- N - 
(benzyloxycarbonyl) — the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
N - tert - butyl - four — the (S)-2-methylpropyl oxy-pyrrolidine-2(S)-carboxamide — one - {-- three — (— S — 
) - {— {— N - (benzyloxycarbonyl) — the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl 

- butyl — } - N-tert — the - butyl-4(R)-(2-methylpropyl oxy-) pyrrolidine-2(S)-carboxamide — four — (— R — 
) - benzyloxy one - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - 
two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N - cyclo — propyl — a pyrrolidine - two — (— S — ) 

- the carboxamide — the 4(R)-benzyl -1 - {3(S)-{{N-(benzyloxycarbonyl) asparaginyl} amino}-2(R)- 
hydroxy-4-phenyl butyl — } — the -N-tert-butyl pyrrolidine-2(S)-carboxamide — the 4(S)-benzyl -1 - {3(S)- 
{ {N-(benzyloxycarbonyl) asparaginyl} amino }-2(R)-hydroxy-4-phenyl butyl — } — the -N-tert-butyl 
pyrrolidine-2(S)-carboxamide — N - tert - butyl - one - {-- two — (— R — ) - hydroxy one - four - phenyl - 
three - (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (- R - 
-) - (2-pyrimidinyl thio) — a pyrrolidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - {— two — 
(- R --) - hydroxy one - four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} 

- amino --} - butyl --} - four - (-- R --) - {(3-pilus JINIRU methyl) - thio --} - a pyrrolidine - two - (-- S 
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— ) - the carboxamide ~ N-tert - butyl - one - {-- two — (— R — ) - hydroxy one - four - phenyl - three — (— S - 
-) - {" {- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (- R --) - {(2, 6- 
dimethyl-4-pyrimidinyl) — oxo-one — } — a pyrrolidine - two — (— S — ) - the carboxamide — N-tert-butyl -1 - 
{3(S)-{{(2, 6-dimethyl phenoxy) - acetyl} amino }-2(R)-hydroxy-4-phenyl butyl --} -4 (R) - the -2- 
pyrimidinyl thio-pyrrolidine-2(S)-carboxamide — And N-tert-butyl- 1- {3 (— S — ) - {-- {— two — six - 
dimethyl — phenoxy — acetyl ~ } - amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four 

— (— R — ) - {(3-pilus JINIRU methyl) — thio — } — a pyrrolidine - two — (— S — ) - the carboxamide — from - 

- becoming — a group — from — choosing — having — being according to claim 1 — a compound . 
[Claim 7] The pharmacological constituent containing a compound according to claim 1 or its salt which 
may be permitted in thrapeutics, and the support which may be permitted pharmacologically. 

[Claim 8] How to treat a human HIV infectious disease including medicating Homo sapiens with the 
compound or its salt which may be permitted in thrapeutics of an effective dose according to claim 1 . 
[Claim 9] How to protect the cell of Homo sapiens including processing a human cell by the compound or 
its salt which may be permitted in thrapeutics of an anti-HIV effective dose according to claim 1 from a HIV 
pathogen. 

[Claim 10] .he Following Process*) type 2 - [Formula 2] 



2 

the epoxide of (the inside of a formula and X are as having defined claim 1), and a formula 3 — [Formula 3] 




CfOJNHR 1 



3 



or [ obtaining the compound with which the pyrrolidine carboxamide of (the inside of a formula, Rl, and Y 
are as having defined claim 1) is made to react, and a formula 1 (X, Rl, and Y are as the above-mentioned 
definition among a formula, and B does not exist) corresponds ] — ; or the (b) type 4 — [Formula 4] 




C(0)NHR 



It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, and Y 
are as the above-mentioned definition). The reactant derivative of being R2 C (O) or R2AOCH2C (O) 
defined in claim 1 is made to react. Formula 1 (X is R2 C [ of the above-mentioned definition ] (O), or 
R2AOCH2 C (O) among a formula) The corresponding compound with which Rl and Y are as the above- 
mentioned definition, and B does not exist is obtained, or they are; or the (c) type 4 (Rl and Y among a 
formula). The compound and formula X-NHCHR4 COOH (X and R4 among a formula) of being as the 
above-mentioned definition Coupling of the alpha-amino acid of being as the definition of claim 1 is carried 
out under existence of a coupling agent, and it is a formula 1 (X, Rl, and Y among a formula), or [ obtaining 
the corresponding compound of it being as the above-mentioned definition and B being divalent radical - 
NHCHR4 C(O)- (the inside of a formula and R4 being as the above-mentioned definition) ] — ; or the (d) 
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type 5 — [Formula 5] 



Y 



H 2 NCHR C(O) 



4 




Ph 



C(0)NHR 



5 



It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, R4, and 
Y are as the above-mentioned definition). The reactant derivative of being R2 C (O) of the above-mentioned 
definition or R2AOCH2 C (O) is made to react, and it is a formula 1 (X). It is R2 C (O) of the above- 
mentioned definition, or R2AOCH2 C (O), and is Rl . And Y the corresponding compound of it being as the 
above-mentioned definition and B being divalent radical-NHCHR4 C(O)- (the inside of a formula and R4 
being as the above-mentioned definition) — obtaining — ; — subsequently (e) How to manufacture the 
compound or the acid addition salt which may be permitted in thrapeutics including changing the compound 
of the formula 1 obtained by the request in the above-mentioned section (a), (b), (c), or (d) into the 
corresponding acid addition salt which may be permitted in thrapeutics of the formula 1 according to claim 
1. 



[Translation done.] 
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* NOTICES * 

JPO and NCXPX are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to the operation of the compound which repulses the 
infectious disease produced by the compound in which the activity over a specific retrovirus is shown, the 
manufacture approach of the compound, its pharmacological formula object, and the retrovirus. 
[0002] 

[Description of the Prior Art] The retrovirus known as a human immunodeficiency virus type 1 (HIV-1) in 
1983 was established as a pathogen of acquired immunodeficiency **** (acquired immunode-ficiency 
syndrome). R.C. Galo and "Scientific American" by L. MONTANI yell, 259 (4), 40 (1988) reference. This 
virus serves as an epidemic like making fear have. Recently, the virus and the human immunodeficiency 
virus type 2 (HIV-2) which are related very much are identified more as the 2nd pathogen of an acquired 
immunode-ficiency syndrome. The compound which checks the duplicate of HIV in the outside of a living 
body is discovered by identifying the human immunodeficiency virus (HIV) as a pathogen, and developing 
the approach of growing up this virus in large quantities, the most important class of inhibition compound 
identified by this approach — the group of a dideoxy nucleoside — it is — that 3 azide -3'-deoxythymidine 
(known also as zidovudine or AZT) — and more, 2'3'-dideoxyinosine (known also as didanosine or DDI) is 
used in thrapeutics, and, recently, has managed the specific patient according to a **** HIV infectious 
disease. When this kind of compound checks reverse transcription, barring the life cycle of HIV is 
discovered. This enzyme converts Virus RNA into a double strand deoxyribonucleic acid (DNA), and is an 
indispensable enzyme for a HIV duplicate in itself. Besides inhibition of reverse transcription, the term of 
others of a HIV life cycle is identified as a target for development of anti-HIV medicine. The target of 1 
which has received increasing cautions is an enzyme which is known as a HIV protease and by which the 
HIV code was carried out. Like reverse transcriptase, the code of this enzyme is carried out by the pol gene, 
and it is indispensable to growth of HIV. This is a causative agent which emits the enzyme containing the 
structural protein (for example, pi 7 and p24) and itself which perform specific division in gag or (p55) gag- 
pol protein (pi 80), and are seen in mature infectivity virion. Therefore, the inhibitor of a HIV protease can 
block a HIV life cycle. 

[0003] The increment in the interest with which the HIV protease was filled is reflected in the increment in a 
report of discovery of the matter which checks an enzyme over the past several years. For example, refer to 
the paper of the bacteria about D.W. Nor Bee and D.J. kemp, "Annual Reports In Medicinal Chemistry", and 
the protease inhibitor by 26,141 (1991). As the latter paper is indicated and it is reported by J. D.H. Rich et 
al., "Med.Chem.", 33 and 1285 (1990) and N.A. Roberts et al., "Science", and 248 and 358 (1990) Two 
powerful HIV protease inhibitor systems are understood by arranging a hydroxy ethylamine transition state 
prototype (TSA) in the peptide which has pi 7 / p24 substrate decomposition part array, biological research 
of the lead compound of continuation of Roberts and others — H.A. exaggerated tons, "Virology", 179 and 
508 (1990), J.A. Martin et al., and "Biochem.Biophys.Res.Commun." - it is reported by 176, 180 (1991) 
and J.C. Craig et al., "Antiviral Chemistry and Chemotheraphy", and 2,181 (1991). An indication of others 
of the HIV protease inhibitor which has the hydroxy ethylamine TSA : which includes the following — B.K. 
pewters and the Europe patent application No. 346847 published on December 20, 1989 G. B. DOREIYA et 
al., Europe patent application No. 352000 published on January 24, 1990, D. J. kemps, Europe patent 
application No. 402646 published on December 19, 1990, K — the E.B. Per Cars et al., the Canadian patent 
application No. 2,030,415 published on June 12, 1991, J.A. Martin and S. red show, and the Europe patent 
application No. 432695 published on June 19, 1991. 
[0004] 
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[Elements of the Invention] This application indicates the permutation pyrrolidine derivative which has the 
ethylamine TSA introduced into the structure. These derivatives are the powerful inhibitors of a HIV 
protease. Furthermore, the capacity which checks the cytopathogenic effectiveness by which HIV induction 
was carried out in the human cell is shown about these compounds. Since it has comparatively alternative 
operation and property that no toxicity is clearly, in these property lists, the compound is effective as drugs 
for repulsing a HIV infectious disease. The compound of this invention is a formula 1 [0005]. 
[Formula 6] 



[0006] It is the acid addition salt which comes out, is shown or may be permitted in thrapeutics. However, 
the inside of a formula and X are R2 OC (O), R2 C (O), or R2 NR3 C (O) (R2 among a formula), (i) Low- 
grade alkyl and (ii) low-grade cycloalkyl, phenyl (iii), or a halogen, The phenyl carried out by 1 **** of 
hydroxy ** low-grade alkyl or low-grade ARUKOKISHI, (iv) Phenyl (low-grade) alkyl or an aromatic 
series part A halogen, hydroxy ** The phenyl (low-grade) alkyl carried out by 1 **** of low-grade alkyl or 
low-grade ARUKOKISHI, (v) 1-naphthyl or 2-naphthyl, (vi) (Het), or (Het) - (low-grade alkyl) (Het) The 
univalent heterocycle radical of 5 containing the hetero atom of 1 or 2 chosen from nitrogen, oxygen, and 
sulfur or 6 members is shown, or (vii) 2-kino RINIRU or 3 -kino RINIRU — it is — R3 [ and ] ; or X which is 
hydrogen or low-grade alkyl is R2AOCH2 C (O) (inside of formula and R2A is one permutation, two 
permutations, or the phenyl carried out 3 ****s by phenyl, low-grade alkyl, or the halogen).; 
[0007] B is whether it exists and divalent radical -NHCHR4 C(O)- (among a formula). R4 hydroxy ** low- 
grade alkyl; ~ low-grade cycloalkyl; (low-grade cycloalkyl) -(low-grade alkyl); phenylmethyl; — or it is the 
low-grade alkyl carried out by 1 **** of carboxy, low-grade alkoxy carbonyl, aminocarbonyl, 
aminocarbonyl (low-grade alkyl), or JI (low-grade alkyl) aminocarbonyl — ;R1 They are low-grade alkyl or 
low-grade cycloalkyl. ;Y hydroxy ** low-grade alkyl; — low-grade — cycloalkyl; phenyl or a halogen — 
Phenyl carried out by 1 **** of low-grade alkyl or low-grade ARUKOKISHI; Phenylmethyl or a halogen, It 
is phenylmethyl carried out by 1 **** of hydroxy ** low-grade alkyl or low-grade ARUKOKISHI.; or Y It 
is W(CH2) n Z (W is oxo-** thio, sulfinyl, or a sulfonyl among a formula Z). low-grade — phenyl; carried 
out by 1 **** of alkyl; phenyl or a halogen, hydroxy ** low-grade alkyl, or low-grade ARUKOKISHI — or 
(Het) (the inside of a formula and (Het) are as the above-mentioned definition) — it is — ;n is 0 or 1 . 
[0008] the phrase "B does not exist" used by this detail letter about a formula 1 should understand that it 
means that Notation B serves as covalent bond which combines "X" with the 2nd amino group (it combines 
with "B" in the case of others). The suitable group of the compound of this invention is a formula 1 (X 
among a formula). They are R2 OC (O) or R2C (O) (R2 among a formula), low-grade — alkyl; phenyl (low- 
grade) alkyl; — phenyl (low-grade) alkyl (the 4th place of a phenyl part — chloro — ) ; or X which is the;l- 
naphthyl;2-naphthyl;2-furil;2-thienyl;2-pilus JINIRU;4-pilus JINIRU;2-pilus JINIRU methyl ;4-thiazolyl 
methyl or 2-kino RINIRU permuted by fluoro, hydroxy ** methyl, or methoxy It is R2AOCH2 C (O) (R2A 
among a formula). In the location or two or more locations of 1 chosen from the group which consists of 
phenyl or 2 and 4, and the 6th place,;B which is 1 , 2, or the phenyl carried out 3 ****s with low-grade alkyl 
or a halogen It does not exist or is divalent radical-NHCHR4 C(O)- (R4 among a formula). Low-grade alkyl 
or hydroxy ** low-grade alkoxy carbonyl, aminocarbonyl, (Low-grade alkyl) it is the low-grade alkyl 
carried out by 1 **** of aminocarbonyl or JI (low-grade alkyl) aminocarbonyl — ;R1 They are 1- 
methylethyl, 1, and 1 -dimethyl ethyl, 2-methylpropyl, cyclo propyl, cyclo butyl, cyclopentyl, or cyclohexyl.; 

[0009] Y Low-grade cycloalkyl, phenyl, 4-chlorophenyl, 4-BUROMO phenyl, 4-fluoro phenyl, 4- 
methylphenyl, 4-methoxypheny, phenylmethyl, methyl (4-fluoro phenyl), or (4-methylphenyl) methyl — it is 
— ; — or — Y It is W(CH2) n Z (W and n are as the above-mentioned definition among a formula). Z Low- 
grade alkyl, phenyl, 2-furil, 2-thienyl, 2-pyridinyl 3-pyridinyl 4-pyridinyl 4-thiazolyl, 2-pyrimidinyl, 4, and 
6-dimethyl-2-pyrimidinyl or 2, and 6-dimethyl-4-pyrimidinyl — it is — or [ being shown ] — or it is the acid 
addition salt which may be permitted in thrapeutics. The more desirable group of the compound of this 
invention is a formula 1 (X among a formula), tert-butyloxy carbonyl, benzyloxycarbonyl, methoxycarbonyl 
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(4-chloro-phenyl), Methoxycarbonyl, methoxycarbonyl (4-methoxypheny), (4-hydroxyphenyl) Acetyl, 
, benzoyl, 1 -North America Free Trade Agreement RENIRU carbonyl, 2-North America Free Trade 

Agreement RENIRU carbonyl, 2-pilus JINIRU methoxycarbonyl, 2-KINORI nil carbonyl, phenoxy acetyl, 
Acetyl, acetyl (2, 4-dimethyl phenoxy), (2-methylphenoxy) They are (2 and 6-dimethyl phenoxy)-acetyl, 
acetyl (2, 4, 6-trimethyl phenoxy), acetyl (4-chloro phenoxy), or (the 4-fluoro -2, 6-dimethyl phenoxy) 
acetyl.; 

[0010] B does not exist or is divalent radical-NHCHR4 C(O)- (R4 among a formula). 1 -methylethyl, 1, and 

1 - dimethyl ethyl, 1 -methylpropyl, 2-methylpropyl, methoxy carbonylmethyl, ethoxy carbonylmethyl, or 
aminocarbonyl methyl — it is — ;R1 They are 1 and 1 -dimethyl ethyl or cyclo propyl. ;Y Cyclohexyl, phenyl, 
4-chlorophenyl, 4-fluoro phenyl, 4-methoxypheny, benzyl, methyl (4-methoxypheny), 2-methyl propoxy, 
phenoxy, and 2-pilus JINIRU oxy-**3-pilus JINIRU oxy-** 4-pilus JINIRU oxy-**2-pyrimidinyl oxy-**4 
and 6-dimethyl-2-pyrimidinyl oxy-** 2, 6-dimethyl-4-pyrimidinyl oxy-** benzyloxy, 2-pilus JINIRU 
methoxy, 4-thiazolyl methoxy, 2-pyrimidinyl methoxy, phenylthio, Phenyl sulfinyl, a phenyl sulfonyl, 2- 
PIRIJI nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, 4, 6-dimethyl-2-pyrimidinyl thio, 
benzyl thio, benzyl sulfinyl, a benzyl sulfonyl, thio (2-pilus JINIRU methyl), thio (3-pilus JINIRU methyl), 
or (4-pilus JINIRU methyl) thio — it is — or [ being shown ] — or it is the acid addition salt which may be 
permitted in thrapeutics. 

[001 1] The most desirable group of the compound of this invention is a formula 1 (X among a formula), 
tert-butyloxy carbonyl, benzyloxycarbonyl, acetyl, They are 2-North America Free Trade Agreement 
RENIRU carbonyl, 2-pilus JINIRU methoxycarbonyl, or 2-KINORI nil carbonyl. ;B the valyl, the isoleucyl, 
or the asparaginyl — it is — ;R1 They are 1 and 1 -dimethyl ethyl or cyclo propyl.; and Y Phenyl, benzyl, 
phenoxy, 2-pyrimidinyl oxy-**2, and 6-dimethyl-4-pyrimidinyl oxy-** Benzyloxy one, phenylthio, a 
phenyl sulfonyl, 2-PIRIJI nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, 4, and 6-dimethyl- 

2- pyrimidinyl thio or (3-pilus JINIRU methyl) thio — it is — it is the acid addition salt which is shown or 
may be permitted in thrapeutics. The most desirable group of others of the compound of this invention a 
formula 1 (the inside of a formula, and X — acetyl (2-methylphenoxy) and acetyl (2, 4-dimethyl phenoxy) — 
) Acetyl (2, 6-dimethyl phenoxy) or (2, 4, 6-dimethyl-phenoxy) acetyl — it is — ;B — not existing — ;R1 as 
being 1 and 1 -dimethyl ethyl and having defined; and Y immediately before — it is — or [ being shown ] — 
or it is the acid addition salt which may be permitted in thrapeutics. It is related with the compound of a 
formula 1 (the inside of a formula and B are divalent radical-NHCHR4 C(O)-), and is R4. As for the 
asymmetric carbon atom to support, it is desirable to have (S) arrangement. 

[0012] The pharmacological constituent for the therapy of the human HIV infectious disease containing the 
compound of a formula 1 or its salt which may be permitted in thrapeutics, and the support which may be 
permitted by the pharmaceutical-sciences target is contained within the limits of this invention. The range of 
this invention also includes the approach of treating a human HIV infectious disease including medicating 
Homo sapiens with the compound of the formula 1 of an effective dose, or its salt which may be permitted 
in thrapeutics. The approach of protecting the human cell which includes processing a human cell by the 
compound of the formula 1 of an anti-HIV effective dose or its salt which may be permitted in thrapeutics 
again from a HIV pathogen is included by the range. The manufacture approach of the compound of a 
formula 1 is explained below. The abbreviation generally used in this specification in order to display amino 
acid and a protective group is based on advice of the biochemistry naming IUPAC-IUB committee. 
"European Journal of Biochemistry" 138, 9 (1984) reference. For example, Val, He, and Asn And Leu The 
residue of L- valine, L-isoleucine, L-asparagine, and L-leucine is shown, respectively. The independent or 
branched chain-like alkyl group containing the straight chain-like alkyl group and the carbon atom of 3-4 
with which the phrase "low-grade alkyl" used in this specification combining the radical of 1 contains the 
carbon atom of 1-6 is meant, and methyl, ethyl, propyl, butyl, hexyl, 1 -methylethyl, 1 -methylpropyl, 2- 
methylpropyl and 1, and 1 -dimethyl ethyl is included. 

[0013] The independent or saturation cyclic hydrocarbon radical whose phrase "low-grade cycloalkyl" used 
in this specification combining the radical of 1 contains the carbon atom of 3-6 is meant, and cyclo propyl, 
cyclo butyl, cyclopentyl, and cyclohexyl are included. Phrase used in this specification "low-grade alkoxy 
one" The alkoxy group of the shape of a branched chain containing the straight chain-like alkoxy group and 
the carbon atom of 3-4 containing the carbon atom of 1-6 is meant, and methoxy and ethoxy ** propoxy, 
HEKISOKISHI, 1 -methylethoxy, butoxy and 1, and 1 -dimethylethoxy is included. The latter radical is tert. - 
It is usually known as butyloxy. The phrase "a halogen" used into this specification is a halogen radical 
chosen from a bromine, chlorine, a fluorine, and iodine. The phrase "Het" used into this specification is a 
univalent radical which hydrogen is removed and is obtained from the saturation or partial saturation 
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heterocycle of 5 containing the hetero atom of 1-2 which are chosen from nitrogen, oxygen, and sulfur, or 6 
members. In arbitration, this heterocycle may have the substituent;, for example, low-grade alkyl, and low- 
grade alkoxy ** halogen, amino, or low-grade alkylamino of 1 or 2. The example of the heterocycle 
permuted by suitable heterocycle and arbitration includes pyrrolidine, tetrahydrofuran, thiazolidine, pyrrole, 
1 H-imidazole, 1 -methyl- lH-imidazole, isoxazole, thiazole, 2-methyl thiazole, 2-aminothiazole, piperidine, 
1, 4-dioxane, 4-morpholine, pyridine, 2-methylpyridine, pyrimidine, 4-methylpyrimidine and 2, and 4- 
dimethylpyrimidin. The phrase "residue" about amino acid means the radical obtained from the 
corresponding alpha-amino acid by removing the hydroxyl of a carboxy group, or the hydrogen of 1 of 
alpha-amino group. 

[0014] The phrase "the support which may be permitted pharmacologically" used into this specification does 
not give an operation harmful to an active ingredient, but it is [ for an active ingredient ] nonpoisonous and, 
generally it means an inactive excipient. The phrase "an effective dose" used into this specification means 
the amount as which the compound of this invention effective enough was beforehand determined to HIV in 
in the living body. Generally, the reaction condition by which it is known that it is suitable for reagin is used 
for the compound of a formula 1 , and it is manufactured by the learned approach. Edit according [ the 
publication of an approach ] to "Annual Reports In Organic Synthesis -1990" K. turn BAL, Academic Press, 
Incorporated, U.S. California San Diego, 1990 (and the above-mentioned "annual reports"), edit by "Vogers 
Textbook of Practical Organic Chemistry" B.S. fur varnish, The long man group Limited, British Essex, 
1986, and edit with "The peptides: Analysis, Synthesis, and Biology" E. glasses, A standard textbook like 
Academic Press, U.S. New York State New York, 1979-1987, and 1-9 volumes sees. When it explains 
especially, the compound of a formula 1 is the following process:(a) type 2 [0015]. 
[Formula 7] 

X - NH> 



Ph 



It is [ the epoxide of (the inside of a formula and X are as the above-mentioned definition), and ] a formula 3 

[0016]. 

[Formula 8] 




C ( O } NHR 1 



They are [ whether the compound with which the pyrrolidine carboxamide of (the inside of a formula, Rl, 
and Y are as the above-mentioned definition) is made to react, and a formula 1 (X, Rl , and Y are as the 
above-mentioned definition among a formula, and B does not exist) corresponds is obtained, and ]; or the 
(b) type 4 [0017]. 
[Formula 9] 




Ph^" C(0)NHR X 
A 

[0018] It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, 
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and Y are as the above-mentioned definition). The reactant derivative of being R2 C (O) of the above- 
mentioned definition or R2AOCH2 C (O) is made to react. Formula 1 (X is R2 C [ of the above-mentioned 
definition ] (O), or R2AOCH2 C (O) among a formula) The corresponding compound with which Rl and Y 
are as the above-mentioned definition, and B does not exist is obtained, or they are; or the (c) type 4 (Rl and 
Y among a formula). The compound and formula X-NHCHR4 COOH (X and R4 among a formula) of being 
as the above-mentioned definition Coupling of the alpha- amino acid of being as the above-mentioned 
definition is carried out under existence of a coupling agent, and it is a formula 1 (X, Rl, and Y among a 
formula). They are [ whether it is as the above-mentioned definition and B obtains the corresponding 
compound of being divalent radical-NHCHR4 C(O)- (the inside of a formula and R4 being as the above- 
mentioned definition), and ]; or the (d) type 5 [0019]. 
[Formula 10] 



[0020] It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, 
R4, and Y are as the above-mentioned definition). The reactant derivative of being R2 C (O) of the above- 
mentioned definition or R2AOCH2 C (O) is made to react, and it is a formula 1 (X). It is R2 C (O) or 
R2AOCH2 C (O), and is Rl . And Y the passage of the above-mentioned definition it is — B — divalent 
radical-NHCHR4 C(O)- it is (the inside of a formula and R4 are as the above-mentioned definition) — 
obtaining — ; — subsequently (e) It can be manufactured by changing the compound of the formula 1 
obtained by the request in the above-mentioned section (a), (b), (c), or (d) into the corresponding acid 
addition salt which may be permitted in thrapeutics. The kind of the compound of a formula 1 (the inside X 
of a formula is N-protective group usually used, for example, Boc, Z, Fmoc, or p-methoxybenzyloxy 
carbonyl) is acquired most easily and conveniently by a process (a) and (C). Since it is easy to use this kind 
easily, it is useful as intermediate field for the suitable path which manufactures each compound of a 
formula 1 (the inside X of a formula is except N-protective group usually used) through each process (b) and 
(d). As intermediate field, therefore, the compound of this kind of formula 1 The amino terminal isolation 
amine which deprotection was carried out (that is, a protective group is removed), and was subsequently 
obtained A final manufacture of the compound of a formula 1 (the inside X of a formula is except N- 
protective group usually used, for example, 2-pilus JINIRU methoxycarbonyl, and 2-KINORI nil carbonyl) 
sake, According to a process (b) and (d), it is used by whether B exists or it exists as a compound of a 
formula 4 or a formula 5, respectively. 

[0021] In order to make it clearer, according to the above-mentioned process (a), the compound of a formula 
1 (B does not exist among a formula) can be manufactured by N-alkylation reaction including adding 
epoxide 2 to the pyrrolidine carboxamide 3. This reaction can be conveniently carried out in the temperature 
of 20-1 10 degrees C by putting in the two above-mentioned reacting matter in the state of contact into an 
inert solvent, for example, ethanol, a tetrahydrofuran, or dimethylformamide. Although reaction time is 
influenced by temperature and the property of reacting matter, the general range is 2 - 24 hours. According 
to a process (b), the compound of a formula 1 (B does not exist among a formula but X is R2 C [ of the 
above-mentioned definition ] (O), or R2AOCH2 C (O)) It is obtained, respectively by making the compound 
with which a formula 4 corresponds, and the reactant derivative of carboxylic-acid X-OH (the inside of a 
formula and X are R2 C (O) of the above-mentioned definition, or R2AOCH2 C (O), respectively) react, the 
acid halide which a suitable reactant derivative is the acylating agent which can offer suitable acyl group X- 
CO, and corresponds — a chloride or a bromide, activity ester, an anhydride, or the mixed anhydride is 
included suitably. This reaction is performed according to the conditions for carrying out a reaction 
including a means to give desired selectivity to reacting matter choosing the learned approach and the 
suitable ratio of reacting matter, or by giving the protective group known by the request for the reaction 
radical besides either which competes with the reaction radical to mean temporarily. Generally, this reaction 
is performed the reaction time of the range of 1 5 minutes - 24 hours in the temperature of 0-50 degrees C in 
an inert solvent, for example, a tetrahydrofuran, dimethylformamide, or methylene dichloride. 
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[0022] According to the process (c), the compound of a formula 1 (the inside B of a formula is divalent 
radioal-NHCHR4 C(O)- (the inside of a formula and R4 are as the above-mentioned definition)) can be 
obtained under existence of a coupling agent by carrying out coupling of the compound of a formula 4, and 
the alpha-amino acid of formula X-NHCHR4 COOH. Using a coupling agent and promoting dehydration 
coupling of the isolation carboxyl of the reacting matter of 1 and the isolation amino group of other reacting 
matter is;, for example, the volume [ "The Peptides: Analysis, Synthesis, and Biology" / the lst-8th volume ] 
above-mentioned reference, known well. As an example of a suitable coupling agent, there are 1 and a - 
carbonyldiimidazole, or l f N, N f -JISHIRORO hexyl-carbodiimide. As other examples, there is 1 -hydroxy 
benzotriazol under existence of N and N-dicyclohexylcarbodiimide or an N-ethyl-N 1 - [(3 -dimethyl amino) 
propyl] carbodiimide. A very practical and useful coupling agent is its tris-(dimethylamino) phosphonium 
independently available (benzotriazol- 1 -yloxy) on the commercial target used under existence of 1 -hydroxy 
benzotriazol. It is hexafluorophosphate. other very practical and useful coupling agents — commercial — 
available 2-(lH-benzotriazol-l-IRU)- N, N, and N'N'-tetramethyl URONIUMU It is tetrafluoroborate. A 
coupling reaction is performed in methylene dichloride, an acetonitrile, or an inert solvent like 
dimethylformamide. Diisopropyl ethylamine or a superfluous organic amine like N-methyl morpholine is 
added, and a reaction mixture is maintained to abbreviation pH 8. Reaction temperature is usually the range 
of -20 - 30 degrees C of abbreviation, and reaction time is 8 hours from for 15 minutes. 
[0023] If a process (d) is referred to, this process will be performed by the same approach as the approach 
described above about the process (b), if it only removes using the compound of a formula 5 instead of the 
compound of a formula 4 as starting material. The epoxide of the formula 2 used as starting material in a 
process (a) can be manufactured by the approach which was learned or was learned. If it says in detail 
especially, the epoxide of a formula 2 can be manufactured by the approach which was indicated by the 
Europe patent application No. 346,847 by the B.K. pewters of December 20, 1989 issue, or was indicated by 
above-mentioned patent pending. The starting material of others in these processes, i.e., the pyrrolidine 
carboxamide of a formula 3, and the compound of formulas 4 and 5 are new, therefore are the object of this 
invention. The suitable approach for manufacture of the compound of formulas 4 and 5 was already 
explained above. The pyrrolidine carboxamide of a formula 3 can be manufactured by standard amidation of 
the known corresponding pyrrolidine carboxylic acid. J. "Chem.Soc.Perkins Trans." according [ they ] in 
alternative to F. sow C, D. well nick, and P. view RYU — it can also manufacture by the approach of 1 and 
2885 (1991). The manufacture approach of the pyrrolidine carboxamide of a formula 5 is explained in the 
following example. 

[0024] The compound of the formula 1 of this invention can be obtained with the gestalt of the acid addition 
salt which may be permitted in thrapeutics. As an example of such a salt, a salt with a polymer acid, for 
example, a tannic acid, or a carboxymethyl cellulose and an inorganic acid, for example, halide acid, for 
example, a hydrochloric acid, a sulfuric acid, or a phosphoric acid is in an organic acid, for example, an 
acetic acid, a lactic acid, a succinic acid, a benzoic acid, a salicylic acid, methansulfonic acid or p- 
toluenesulfonic acid, and a list. It converts into the salt which may be permitted pharmacologically [ other 
acid addition salts, for example, avirulent, ] in a specific acid addition salt by processing with suitable ion 
exchange resin by "Helv.Chim. Acta" by R.A. BOISONASU and others, and the approach indicated by 43 
and 1849 (1960) by request. Generally, the salt which may be permitted like thrapeutics of the peptide of a 
formula 1 is biologically [ as the peptide itself] equal enough. 

The cell protective effect over the HIV protease inhibition property and HIV pathogen of the compound of 
the biological viewpoint type 1 or its salt which may be permitted in thrapeutics can be proved by 
biochemical, microbiological, and the biological method. Especially the effective approach for proving the 
compound of a formula 1 or its HIV protease inhibition property of a salt which may be permitted in 
thrapeutics is "recombinant HIV protease HPLC assay." This approach is;H.G. clough SURIHHI et al. and 
the "Proc.Nat.Acad.Sci.USA." 86,807 (1989) reference based on the capacity for a trial compound to check 
enzyme division by the HIV protease of the deca peptide (substrate) which has an amino acid sequence 
including the HIV protease division part where HIV polyprotein was known. The result obtained with the 
instantiation compound of the detail about this assay and a formula 1 is indicated in the following example. 
[0025] The capacity for the compound of a formula 1 and its salt which may be permitted in thrapeutics to 
protect a cell from HIV infection can be proved by the microbiological approach of evaluating the inhibition 
effectiveness of a trial compound over cytopathogenic [ of HIV of Homo sapiens T-four cellular in ]. Such 
an example of a type of an approach is indicated by "Science" by "Jpn.J. Cancer Res." (Gann) by S. Harada 
and N. Yamamoto, 76,543 (1985), and S. Harada and others, and 229 and 563 (1985). The assay based on 
the latter approach is indicated in the following example. When the compound of this invention or its salt 
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which may be permitted in thrapeutics is used in order to repulse a human. HIV infectious disease, a 
medicine can be prescribed for the patient taking-orally-wise [ this peptide ] as an excipient containing 1 or 
the support beyond it which may be permitted pharmacologically, locally, or parenterally, and that rate is 
determined by the solubility, the chemical property, the selected route of administration, and standard 
biological custom of that compound. For internal use, said compound or its salt which may be permitted in 
thrapeutics can be prescribed by the capsule containing the active ingredient of the amount at which the 
range of about 5-150mg was beforehand appointed into the support which may be permitted 
pharmacologically, respectively, or unit administration gestalt object like a tablet. Said compound can be 
prescribed by the excipient which contains an activator 0.05 to 1% preferably 0.01 to 2% and which may be 
permitted pharmacologically for partial administration, these formula objects — a cream, a lotion, and a 
sublingual tablet — or it can consider as the gestalt of an endermic patch or a cheek patch preferably. For 
parenteral administration, the compound of a formula 1 is prescribed for the patient hypodermically or by 
carrying out an intramuscular injection in a vein as a constituent with the excipient or support which may be 
permitted pharmacologically. For administration by injection, it is desirable to use it in the solution in the 
sterilized water nature excipient which can also contain the solute of others like a buffer or a preservative 
enough besides the salt which may be permitted pharmacologically or glucose of an amount, in order to 
make a solution isosmotic for said compound. 

[0026] The suitable excipient or the support for the above-mentioned formula object can be seen in a 
standard pharmaceutical-sciences textbook, for example, "Remington's Pharmaceutical Sciences", the 18th 
edition, a Mac publishing company, U.S. Pennsylvania Easton, and 1990. The dose of a compound changes 
with an administration gestalt object and the specific selected activators. Furthermore, it changes with the 
specific hosts under a therapy. Generally, a therapy is started by the small few dose more substantially than 
the optimal dose of a peptide. Then, it is increased by the dose by increasing little by little until the optimal 
effectiveness is acquired under the environment. Generally, as for this compound, it is most desirable to 
prescribe a medicine for the patient in the concentration criteria which generally acquire anti-viral 
effectiveness, without causing any harmful side effects harmful to ****** again, an internal use sake — this 
compound or its salt which may be permitted in thrapeutics — the weight per day of 1kg — the range of 5- 
150mg — a medicine is preferably prescribed for the patient in 5-50mg about the weight of 1kg. Although 
the compound of a formula 1 also has the above-mentioned variate in relation to generalized administration, 
it is lOmicro per weight of 1kg g-lOOOmicrog. A medicine is prescribed for the patient with a dose. 
Although the formula object indicated above is the effective and comparatively safe physic for the therapy 
of a HIV infectious disease, such formula object and other anti- viral physic, or possible collaboration 
administration with ** is not eliminated. Such other anti-viral physic or ** includes fusibility CD 4, 
zidovudine, didanosine, zalcitabine, phosphono formate 3 sodium, RIBABARIN, aciclovir, or anti-viral 
interferon (for example, alpha-interferon or interleukin-2). 
[0027] 

[Example] Hereafter, an example explains this invention in more detail. Especially the percentage or ratio of 
a solution shows the relation of capacity pair capacity, unless it refuses. Temperature is shown by 
Centigrade, a proton nuclear-magnetic-resonance (NMR) spectrum — Bruker 200MHz; recorded on the 
spectrometer — a chemical deviation (delta) — ppm It is reported. The abbreviation used into the example 
Boc : tert - Butyloxy carbonyl; [ BOP ] : benzotriazol- 1 -yloxy tris(dimethylamino)phosphonium 
hexafluorophosphate; — But : tert- butyl; — Bzl : benzyl; — DIEAidiisopropyl ethylamine; — DMF : 
dimethylformamide; — HEPES : N-2-hydroxyethyl piperazine-N'-2-ethane-sulfonic-acid; — 
Et20:diethylether; - EtOAc : ethyl-acetate;EtOH: - ethanol;HPLC: - high-performance-liquid- 
chromatography;MeOH: — methanol ;P hiphenyl; — THF : Tetrahydrofuran;Z : include benzyloxycarbonyl. 
[0028] Example 14(S)-benzyloxy-N-manufacture N of the tert-butyl-l-(tert-butyloxy carbonyl) pyrrolidine- 
2(S)-carboxamide (a) - The protected acid, 1 -(tert-butyloxy carbonyl)- a 4(S)-hydroxy pyrrolidine-2(S)- 
carboxylic acid under existence of NaOH superfluous in a THF/H2 O (1 :1) solution In a room temperature 
1 8 hours, 4(S)-hydroxy pyrrolidine-2(S)-carboxylic-acid {cis~4-hydroxy-L-proline, S. It manufactured by 
making written} and G tert-butyl cull BONETO react to G. Lamaism SUWAMI and "J.Org.Chem." by E. 
Adams, and 42 and 3440 (1977). (b) N obtained by doing in this way - The protected acid (400mg, 
1.73mmol) was dissolved into DMF (7ml). Sodium hydride (99%, 87mg, 3.63mmol) was added in this 
solution. The obtained mixture was agitated in the room temperature (20-22 degrees C) for 2 hours. The 
benzyl bromide (1.03ml, 8.65mmol) was added, and the obtained mixture was agitated in the room 
temperature for 1 8 hours. Then, it is EtOAc about this mixture. It diluted, it cooled at 0 degree C, and 
considered as acidity (pH3) by adding an aquosity citric acid 10%. The organic layer was separated, H2 O 
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and brine washed, it dried (MgS04) and concentration hardening by drying was carried out under reduced 
pressure. A chromatography (Si02, an eluate: hexane-EtOAc, 9:1) refines the yellow oily matter which 
remained, and it is 4 (S). - Benzyloxy- l-(tert-butyloxy carbonyl) pyrrolidine-2(S)-carboxylic-acid benzyl 
ester (301mg, 70%) was obtained. 

[0029] (C) The latter compound (301mg, 0.73mmol) was dissolved into MeOH/H20 (2:1 or 4ml). The 
obtained solution was agitated and it cooled at 0 degree C. Aquosity 2M solution (1.16ml) of NaOH was 
added. After 10 minutes, this mixture was warmed to the room temperature and it agitated in the same 
temperature for 18 hours. Then, it is reagin Et20/It diluted by the hexane (1:1 or 10ml) and H20 (5ml). An 
aquosity layer is separated and it is Et20/. The hexane (1:1) extracted twice, it cooled at 0 degree C, and 
considered as acidity by the aquosity citric acid 10% (pH3), and EtOAc (3X) extracted. Doubled EtOAc 
H20 and (2X) brine washed the extract, and it dried (MgS04) and condensed under reduced pressure. 
Survival is dried under a high vacuum and it is 4(S)-benzyloxy [ of quantitative yield ]. - 1 -(tert-butyloxy 
carbonyl)- The pyrrolidine-2(S)-carboxylic acid was obtained, (d) CH2 C12 DIEA (127 mul, 0.73mmol) is 
added in the solution of 0.2 M of the compound (234. 7mg, 0.73mmol) of the inner latter, and, subsequently 
it is tert. - A butylamine (84.4microl and 0.803mmol) and BOP (387mg and 0.876mmol) were added. It 
agitated in the room temperature for 3 hours, maintaining that pH to 8 by reaching this reaction mixture by 
periodic inspection, and adding DIEA if needed. Then, it is EtOAc about a reaction mixture. It dilutes and 
they are the saturated water solution (2X) of NaHC03, and H20. And brine washed continuously. The 
organic layer was dried (MgS04) and concentration hardening by drying was carried out under reduced 
pressure. Flash chromatography (Si02, an eluate: hexane-EtOAc, 7:3 after that 6:4) refined the oily matter 
of the obtained yellow, and the mark compound was obtained (252mg, 92%). 1NMR(CDC13) delta7.40-7.25 
(m, 5H), 6.05 (double width s, 1H), and 4.6 -4.35 (double width d, 2H), 4.2-4.05 (m, 2H), and 3.8-3.55 (m, 
2H) 2.55-2.1 (m, 2H) - 1.46 (s, 9H) and 1.20 (double width s, 9H). 

[0030] example 21- {3(S)-amino-2(R)-hydroxy-4-phenyl butyl} -4 (S) ~ the - benzyloxy-N-tert-butyl 
pyrrolidine-2(S)-carboxamide () [ formula 4:R1 =C 3 (CH3) and ] [ Y=OCH2 Ph;C ] (O) The solution of the 
mark compound (250mg and 0.664mmol) of the formula 1 in NHR1 / Y= cis- (Manufacture a) 6NHC1 / 
dioxane was agitated for 20 minutes in the room temperature, and, subsequently concentration hardening by 
drying was carried out under reduced pressure. Survival was diluted by EtOAc and (10ml) the 2-N aquosity 
NaOH (3ml). The obtained mixture was agitated for 1 5 minutes in the room temperature. An organic layer is 
separated and it is H20 of the minimal dose. And brine washed, it dried (MgS04) and concentration 
hardening by drying was carried out under reduced pressure, survival — the bottom of a high vacuum ~ 
drying — 4 (S) — the - benzyloxy-N-tert-butyl pyrrolidine-2(S)-carboxamide and the carboxamide of a 
formula 3 (the inside of a formula and Rl - C 3 (CH3) and Y - OCH2 - it is Ph {C (O) NHR1 / Y= cis-}) 
were obtained, (b) The latter compound was mixed with 3 (S)-(benzyloxy carbonyl)- 1 and 2(R)-epoxy-4- 
phenyl butane (180mg, 0.604mmol) 2 (the inside of a formula and X are Z), i.e., a formula, in anhydrous 
[ EtOH ] (5ml). Refer to [ above-mentioned / B.K. pewter ]. This mixture was heated under reflux for 18 
hours, and, subsequently concentration hardening by drying was carried out under reduced pressure, survival 
- flash chromatography (Si02, eluate:CHC13-MeOH, 39:1 after that 19:1) - refining ~ four - (-- S --) - 
benzyloxy one - one - {— three — (— S — ) - {(benzyloxycarbonyl) — amino — } - two — (— R — ) - hydroxy 
one - four - phenyl — butyl — } - N-tert - butyl — a pyrrolidine - two — (— S — ) - the carboxamide (220mg, 
63%) — as a white foamy object — having obtained . 

(c) The latter compound (220mg and 0.384mmol) was given to hydrogenolysis (5%M, Pd/C, H21 
atmospheric pressure, MeOH, and 3.5 time amount), the compound of a mark was obtained, and it used 
according to coupling actuation of the following example immediately. 
[003 1] an example — 34 — (— S — ) - benzyloxy one - one - {— three — (— S — ) - {— {— N - 
(benzyloxycarbonyl) — the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
N-tert - butyl — a pyrrolidine - two — (— S — ) - the carboxamide (formula 1 : B=Val [ X=Z and ]) Rl =C 3 
(CH3) And Y=OCH2 Ph;C (O) NHR1/Y = a cis- manufacture mark compound :DIEA (33.4microl --) 
manufactured according to the following coupling approach 0.192mmol(s), protected amino acid Z-Val-OH 
(53.1mg, 0.21 lmmol), and BOP (102mg, 0.23mmol) were added in 0.2 M solution (0.192mmol) of the mark 
compound of the example 2 in CH2C12. It maintained to pH8 by adding DIEA periodic inspection and if 
needed, agitating this reaction mixture in a room temperature for 2 hours. Then, it is EtOAc about this 
reaction mixture. It dilutes and they are the saturated water solution (2X) of NaHC03, and H20. And brine 
washed continuously. The organic layer was dried (MgS04) and it condensed under reduced pressure. Flash 
chromatography (Si02, eluate:CHC13-MeOH, 39:1) refined survival, and the mark compound of this 
example was obtained as a white solid (108mg, 83%). A FAB mass spectrum and m/z:673.3(M+H)+. 
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[0032] an example — 44 — (-- R — ) - benzyloxy one - one - {-- three — (— S — ) - {— {— N - 
(benzyloxycarbonyl) — the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
N-tert - butyl — a pyrrolidine - two — (-- S — ) - the carboxamide (formula 1 : B=Val [ X=Z and ]) Rl =C 3 
(CH3) And Y=OCH2 Ph;C In the section (a) of the manufacture example 1 of (O) NHR1 / Y= transformer 
instead of a 4(S)-hydroxy pyrrolidine-2(S)-carboxylic acid Except using "an equivalent 4(R)-hydroxy 
pyrrolidine-2(S)-carboxylic acid (transformer-4-hydroxyproline-2-carboxylic acid), above-mentioned S.G. 
Lamaism SUWAMI, and refer to E. Adams", the procedure of examples 1, 2, and 3 was followed 
continuously, and the mark compound was obtained. A FAB mass spectrum and m/z:673.3+ (M+H). 
[0033] an example — 54 — (-- R — ) - benzyloxy one - one - {— three — (— S --) - {— {-- N - 
(benzyloxycarbonyl) — the asparaginyl — } -- amino — } - two — (— R — ) - hydroxy one - four - phenyl — 
butyl — } - N-tert - butyl — a pyrrolidine - two — (— S — ) - the carboxamide (formula 1 : B=Asn [ X=Z and ]) 
Rl =C 3 (CH3) And Y=OCH2 Ph;C In the section (a) of the manufacture example 1 of (O) NHR1 / Y= 
transformer instead of a 4(S)-hydroxy pyrrolidine-2(S)-carboxylic acid Except using an equivalent 4(R)- 
hydroxy pyrrolidine-2(S)-carboxylic acid The procedure of examples 1 and 2 is followed continuously, and 
1- obtained by doing in this way ~ {3(S)-amino-2(R)-hydroxy-4-phenyl butyl} -4 (R) — the - benzyloxy-N- 
tert-butyl pyrrolidine-2(S)-carboxamide was given to the following coupling process, and the mark 
compound was obtained. 

[0034] 1 -hydroxy benzotriazol (20.1mg, 0.148mmol) was added to the solution (0 degree C) with which N 
in THF (2ml) and N'-dicyclohexylcarbodiimide (34mg, 0.165mmol) were cooled. This mixture was agitated 
for 15 minutes. 1- described above in the solution of amino acid Z-Asn-OH (395mg, 0.148mmol) from 
which it was protected in DMF (1ml), and DMF (1ml) — {— 3 (S) - amino-2(R)-hydroxy-4-phenyl butyl — } 
-4 (R) — the - benzyloxy-N-tert-butyl pyrrolidine-2(S)-carboxamide (35.4mg, 0.083mmol) was added to this 
mixture. To the room temperature, the obtained mixture was warmed slowly and, subsequently was agitated 
for 1 8 hours. Then, it is EtOAc about this mixture. It diluted. An organic layer is separated and they are the 
saturated water solution of NaHC03, and H20. And brine washed, it dried (MgS04) and concentration 
hardening by drying was carried out under reduced pressure. Flash chromatography (Si02, 
eluate:EtOAc/MeOH, 97:3 after that 19:1) refined white solid survival, and the mark compound of this 
example was obtained. EI mass spectrum and m/e:389.2+ (M+2H). (Notice the coupling approach illustrated 
to the above which uses 1 -hydroxy benzotriazol under existence of N and N'-dicyclohexylcarbodiimide 
about the suitable coupling approach for manufacture of the compound of a formula 1 (amino acid residue 
Asn is shown by the inside B of a formula) being shown.) 

[0035] example 64(S)-benzyloxy-l - (3(S)-{{N-(benzyloxycarbonyl) asparaginyl} amino }-2(R)-hy droxy-4- 
phenyl butyl — } ~ the -N-tert-butyl pyrrolidine-2(S)-carboxamide (formula 1 : B=Asn [ X=Z and ]) Rl =C 3 
(CH3) And Y=OCH2 Ph;C (O) NHR1/Y = the procedure of the cis- manufacture examples 1 and 2 and the 
coupling approach of an example 5 were followed continuously, and the mark compound was obtained. A 
FAB mass spectrum, m/z:688.4+ (M+H) ; 710.4(M+Na)+. 

X=Z an example — 71 - {-- three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - 
two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N-tert - butyl -4(S)-(2-methylpropyl oxy-) 
pyrrolidine-2(S)-carboxamide {type 1: - B=Val and Rl =C 3 (CH3) And Y=OCH2CH2 (CH3) ; C In the 
procedure of the section (b) of the manufacture example 1 of (O) NHR1 / Y= cis-} Except using 2- 
methylpropyl bromide of the equivalent instead of a benzyl bromide, the procedure of examples 1 , 2, and 3 
was followed continuously, and the mark compound was obtained. EI mass spectrum and m/e:583.4+ 
(MH2-C4H9). 

[0036] X=Z an example — 81 - {— three — (— S — ) - {-- {-- N - (benzyloxycarbonyl) - the valyl — } — amino 
— } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N - tert - butyl -4(R)- (2 -methyl propoxy) 
pyrrolidine-2(S)-carboxamide {type 1: B=Val, Rl =C 3 (CH3) And Y=OCH2CH2 (CH3) ; C In the 
procedure of the section (a) of the manufacture example 1 of (O) NHR1 / Y= transformer} An equivalent 4 
(R)-hydroxy pyrrolidine-2(S)-carboxylic acid is used instead of a 4(S)-hydroxy pyrrolidine-2(S)-carboxylic 
acid. Except using equivalent 2-methylpropyl bromide instead of a benzyl bromide in the section (b) of an 
example 1, the procedure of examples 1, 2, and 3 was followed continuously, and the mark compound was 
obtained. EI mass spectrum and m/e:583.3+ (MH2-C4H9). 

[0037] an example — 94 — (— R — ) - benzyloxy ones - one - {— three — (— S — ) - {-- {— N - 
(benzyloxycarbonyl) — the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
N - cyclo — propyl — a pyrrolidine - two — (-- S — ) - the carboxamide (formula 1 : B=Val [ X=Z and ]) Rl = 
cyclo propyl and Y=OCH2 Ph;C In the section (a) of the manufacture example 1 of (O) NHR1 / Y= 
transformer The 4(R)-hydroxy pyrrolidine-2(S)-carboxylic acid of the equivalence instead of a 4(S)-hydroxy 
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pyrrolidine-2(S)-carboxylic acid, Except using the cyclo PIROPIRU amine of the equivalent instead of a 
tert-butylamine in the section (d) of an example 1 , the procedure of examples 1 , 2, and 3 was followed 
continuously, and the mark compound was obtained. EI mass spectrum and m/e:657.5+ (M+H). 
an example — 104 - benzyl - one - {— three — (-- S --) - {— {-- N - (benzyloxycarbonyl) - the asparaginyl — } 

- amino — } - two — (— R — ) - hydroxy one - four - phenyl - butyl — } - N-tert - butyl — a pyrrolidine - two - 

- (-- S --) - the carboxamide (formula 1 : B=Asn [ X=Z and ]) Rl =C 3 (CH3) And manufacture of 4 (R, S), 4 
(R), and 4 (S) isomers of Y=Bzl [0038] The approach indicated by above-mentioned F. sow C, D. well nick, 
and P. view RYU was applied, and the mixture (3:2, w/w) of 4 (R) and 4 (S) diastereomers of a 4-benzyl-l- 
(tert-butyloxy carbonyl) pyrrolidine-2(S)-carboxylic acid was obtained from serine lactone and 3-phenyl-2- 
propenyl bromide. BOP By coupling by the approach of the section (d) of the example 1 of the diastereomer 
mixture under existence, and a tert-butylamine, the diastereomer mixture with which 4 (R) of the N-tert- 
butyl-l-(tert-butyloxy-carbonyl) pyrrolidine-2(S)-carboxamide and 4-benzyl-4 (S) isomer correspond was 
obtained, then — an example — two — a section — (— b — ) — a procedure — and — a formula — three — the 
carboxamide — ****** — the latter — a diastereomer — mixture -- using it — things — four - benzyl - one - {- 

- three -- (— S --) - {(benzyloxycarbonyl) - amino --} - two — (-- R — ) - hydroxy one - four - phenyl — butyl - 
-} - N-tert - butyl — a pyrrolidine - two — (— S — ) - the carboxamide — four — (— R — ) — and — four — (— S - 
-) — an isomer — corresponding — a diastereomer — mixture — having obtained . A FAB mass spectrum and 
m/z:558+ (M+H). moreover, the reaction by the coupling approach of the example 5 with amino acid Z- 
Asn-OH of which N-protection was done with the mixture of the latter diastereomer — the 4-benzyl -1 - {3 
(S)- { {N-(benzyloxy carbonyl) asparaginyl} amino }-2(R)-hydroxy-4-phenyl butyl — } — the diastereomer 
mixture with which 4R of the -N-tert-butyl pyrrolidine-2(S)-carboxamide and 4S isomer correspond was 
obtained. A FAB mass spectrum and m/z:672+ (M+H). 

[0039] The HPLC technique separated these two isomers and pure corresponding 4R and 4S corresponding 
isomer were obtained. If it explains in detail, it is 2.5ml (the first condition) of 50% aquosity acetic acids. It 
was filled up with the 20ml sample of the mixture indicated at the last dissolved in inside on Watt Mann 
Magnum 9 (trademark) and CI 8 octadecyl silyl column (0.94x50cm). An early column equilibrium 
condition is :10%A and 90%B (0.06% trifluoroacetic acid in a pump A:acetonitrile; pump B:H20 inside 
0.06% trifluoroacetic acid) which are as follows, once it passes the peak (transverse plane of a solvent) 
corresponding to an acetic acid — a line — inclination continued. The separation program of an isomer is a 
part for 30 - 100%A for [ 110 minutes ] and 3ml/, and 230nm between the : 10 - 30%A5 part which was as 
follows, for [ 30%A ] 10 minutes, and after that. 4 (R) isomers and 4 (S) isomers were collected in 60%A 
(9.2mg) and 63%A (8.3mg), respectively. 

[0040] Example 1 1 N-tert-butyl- 1- {2 (- R --) - hydroxy one - four - phenyl - three - (- S --) - {-- {- N - 
two - quinolyl — carbonyl — the valyl — } — amino — } - butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a 
pyrrolidine - two — (— S — ) - the carboxamide (B=Val formula 1 ;X=2-quinolyl carbonyl — ) Rl =C 3 (CH3) 
And manufacture N of Y=2-pyrimidinyl thio (a) - The protected acid (it indicates into the section (a) of 
17.5g, 75.6mmol, and an example 1) was dissolved into CH2C12 (300ml) and DIEA (13ml, 76.6mmol). The 
tert-butylamine (8.73ml, 83.1mmol) was added in this solution, and, subsequently BOP and (40g, 
90.7mmol) DIEA (13ml, 151mmol) were added. This mixture is agitated in a room temperature for 7 hours, 
and, subsequently it is EtOAc. It diluted. The organic layer was separated, the saturated water solution (2X) 
of NaHC03, H20, and (2X) brine (2X) washed, and evaporation to dryness was dried and (MgS04) carried 
out. the obtained solid survival — Et2 O/EtOAc (9:1) — grinding — a filter paper top — collecting — Et20 — 
washing — drying — N-tert-butyl- l-(tert-butyloxy carbonyl)- the 4(R)-hydroxy pyrrolidine-2(S)- 
carboxamide (15.6g, 72%) was obtained. 

[0041] (b) The latter compound (5.0g, 17.5mmol) was dissolved into toluene/THF (3:1 or 175ml). Triphenyl 
phosphine (5.72g, 21 .8mmol) and an imidazole (1 .08g, 30.5mmol) were added in the solution in the room 
temperature. The obtained mixture was warmed at 45-50 degrees C. Iodine (5.54g, 21.8mmol) was added 
and the obtained mixture was violently agitated in 45-50 degrees C for 80 minutes. Then, this reaction 
mixture is cooled and they are Et20 and H20. It diluted. The organic layer was separated, the saturated 
water solution (IX) and brine (IX) of NaHC03 washed, it dried, and evaporation to dryness (MgS04) was 
carried out, and the oily matter of the brown containing some solids (oxidation triphenyl phosphine) was 
obtained. This oily solid was ground by Et20, and solids were collected on the filter paper. Evaporation to 
dryness of the filtrate was carried out, and brown oily matter was obtained, this oily matter — flash 
chromatography (Si02, eluate:EtOAc / hexane, 1 :4) — refining — N-tert-butyl- 1 -(tert-butyloxy carbonyl)- 
the 4(S)-iodine pyrrolidine-2(S)-carboxamide was obtained as a yellow solid (4.83g, 70%). 1NMR(CDC13) 
delta6.2-6.0 (double width s, 1H), 4.27-4.0 (m, 3H), 3.75-3.55 (m, 1H), 2.9-2.5 (m, 2H), 1.47 (s, 9H), 1.38 
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(s, 9H). 

. [0042] (c) It added one drop of 2-pyrimidine thiol (1 .06g, 9.46mmol) at a time to the suspension (0 degree 
C) by which the sodium hydride (99%, 182mg, 7.57mmol) in DMF (10ml) was cooled. This mixture was 
agitated for 30 minutes at the same temperature. Then, it added one drop of solution of the product (1 ,5g, 
3.79mmol) of the above-mentioned section (b) in DMF (5ml) at a time to this mixture. This reaction mixture 
is agitated in a room temperature for 18 hours, and, subsequently it is EtOAc. And H20 It diluted. The 
organic layer was separated, 1-N aquosity solution (2X) and brine (IX) of cold H20 (IX) and NaOH 
washed, it dried, and (MgS04) evaporation to dryness was carried out, and the solid was obtained, the place 
which ground this solid by Et20 — N-tert-butyl-1 -(tert-butyloxy carbonyl)- the 4(R)-(2-pyrimidinyl thio) 
pyrrolidine-2(S)-carboxamide was obtained as a solid of an off-white. lNMR(CDCB) delta8.53-8.51 (d — 
J= 4.85Hz) 2H and 7.01-6.96 (t and J= - 4.85 or 10.0Hz) 1.47 (s, 9H) 1H, 5.97-5.75 (double width s, 1H), 
4.4-4.2 (m, 2H), 4.1-3.91 (m, 1H), 3.70-3.35 (m, 2H), 2.92-2.75 (m, 1H), 1.36 (s, 9H). FAB mass spectrum 
(m/z): 381(M+H)+ and 403+ (M+Na). 

(d) Carry out deprotection of the latter compound and follow the section (a) of an example 2, and the 
approach of (b). It is made to react with the epoxide of a formula 2 (the inside of a formula and X are Boc 
(s)). N - tert - butyl - one - {— three — (— S — ) - {(tert-butyloxy carbonyl) — amino — } - two — (— R — ) - 
hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a pyrrolidine - two — (— S 
— ) - the carboxamide — having obtained . A FAB mass spectrum, m/z:544(M+H)+, and 566(M+Na)+. or — 
the latter — a compound — an example — two — a section — (— a — ) — a procedure — following — 
deprotection — carrying out — an example — three — a procedure — following — Boc-Val-OH — coupling — 
carrying out — N-tert - butyl - one - {— three — (— S — ) - {— {— N - (tert-butyloxy carbonyl) — the valyl — } - 

- amino — } - two — (-- R — ) - hydroxy one - — four — - phenyl — butyl — } - four — (— R — ) - 2-pyrimidinyl 
thio) — a pyrrolidine - two — (— S — ) - the carboxamide — having obtained — . FAB mass spectrum (m/z): 
643(M+H)+ and 665(M+Na)+. 

[0043] (e) The solution of the compound (887mg, 1.38mmol) of the latter in HCl/dioxane of 6 N (7ml) was 
agitated for 20 minutes in the room temperature. This solvent was removed under reduced pressure. The 
survival of a white solid was dried for 20 minutes under the high vacuum, and the corresponding amine by 
which deprotection was carried out was obtained as a hydrochloride. The latter salt was dissolved into 
CH2C12 (7ml) and DIEA (481 mul, 2.76mmol). 2-quinoline carboxylic acid (263ml, 1.52mmol) and BOP 
(732mg, 1 ,66mmol) were added in the solution of this salt. pH of this reaction mixture was agitated in the 
room temperature for 5 hours, maintaining to 8 by adding a periodic inspection and periodic DIEA as 
occasion demands. Then, it is EtOAc about this reaction mixture. It diluted and the saturated water solution 
(2X) of NaHC03, H20 (2X), and brine washed continuously. The organic layer was dried (MgS04) and 
concentration hardening by drying was carried out under reduced pressure. Flash chromatography (Si02, an 
eluate: hexane-EtOAc, 3:7, and after that 1 :9) refined the obtained colorless oily matter, and the mark 
compound was obtained as a white foamy object (750mg, 78%). When this foamy object was ground by 
Et20, the mark compound was obtained as a white solid (378mg, 40%). A FAB mass spectrum, m/z:698 
(M+H)+, and 720(M+Na)+. NMR of this compound was the same as the specified structure. Except using 3- 
pyridine methanethiol instead of 2-pyrimidine thiol in a section (c) The procedure of this example is 
followed. N-tert - butyl - one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - {— {— N 

- (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (- R --) - {(3-pilus JINIRU 
methyl) — thio — } — a pyrrolidine - two — (— S — ) - the carboxamide — obtaining . A FAB mass spectrum, 
m/z:71 1(M+H)+, and 733(M+Na)+. It sets into a section (c) again. Instead of 2-pyrimidine thiol The 
procedure of this example is followed except using a 2 and 6-dimethyl-4-hydroxy pyrimidine. N-tert - butyl 

- one - {-- two - (- R --) - hydroxy one - four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil 
carbonyl) — the valyl — } — amino — } — butyl — } - four — (— R — ) - {(2, 6-dimethyl-4-pyrimidinyl) — oxy- 
one — } — a pyrrolidine - two — (— S --) - the carboxamide — obtaining . A FAB mass spectrum, m/z:710 
(M+H), and 586(M+H-C6H8N20)+. 

[0044] Example 12 N-tert-butyl-l-{3 (- S --) - {- {(2, 6-dimethyl phenoxy) - acetyl --} -- amino --} - two 

- (— R — ) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a pyrrolidine - 
two — (— S — ) - the carboxamide (formula 1;X= (2, 6-dimethyl-phenoxy) acetyl — ) B does not exist but is 
Rl =C 3 (CH3). And indicated the section (d) of the manufacture example 1 1 of Y=2-pyrimidinyl thio. N- 
tert - butyl - one - {-- three — (— S — ) - {— N - (tert-butyloxy carbonyl) — amino — } - two — (— R — ) - 
hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a pyrrolidine - two — (— S 
— ) - the carboxamide — It is Boc by the usual approach. By removing a protective group, the corresponding 
primary amine, That is, it converted into the N-tert-butyl-l-(3 (S) - amino-2(R)-hydroxy-4-phenyl butyl)-4 
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(R)-(2-pyrimidinyl thio) pyrrolidine-2-carboxamide. According to the procedure of an example 3, coupling 
. of the latter compound was carried out to the acetic acid (2, 6-dimethyl phenoxy), and the mark compound 
was obtained. A FAB mass spectrum, m/z:606(M+H)+, and 628(M+Na)+. 

[0045] A primary amine [ / instead of said primary amine ], N-tert-butyl-1- () [ 3] (S) - amino -2 (R) - 
hydroxy-4-phenyl butyl -4 (R) - {-- the (3-pilus JINIRU methyl)-thio} pyrrolidine-2-carboxamide (an 
example —11-- N-tert - butyl - one - {-- two ~ (« R — ) - hydroxy one - four - phenyl - three - (— S ») - {-- 
{- N - (2-KINORI nil carbonyl) -- the valyl --} amino --} - butyl --} - four --) (R) -- it is used as 
intermediate field of the - {(3-pilus JINIRU methyl) thio} pyrrolidine-2(S)-carboxamide — having had « 
except using it this example — a procedure — following — N-tert - butyl - one - {— three — (-- S — ) - {— {-- 
two — six - dimethyl — phenoxy — acetyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — 
butyl — } - four — (— R — ) - {(3-pyrimidinyl methyl) - thio — } — a pyrrolidine - two — (— S — ) - the 
carboxamide — A FAB mass spectrum, m/z:619(M+H)+, and 641+ (M+Na) It obtained. 
[0046] example 13 recombination HIV protease assay: — enzyme: — {structure pBRTlprt+, W.G. Farr Mary 
et al., "Science", 236, and 305 (1987) reference}: which expressed the HIV protease in E.coli according to 
the following procedure — all solutions are aquosity solutions unless it refuses especially, 
(i) — fermentation pBRTlprt+ Luria-BERUTA which uses the E.coli cell containing a plasmid and contains 
the ampicillin of lOOmicrog / ml — nib — it ****(ed) to the inoculation culture medium which consists of a 
loss. It incubated in 37 degrees C, moving a flask violently for 17 hours. In the generation flask to which the 
ampicillin of lOOmicrog / ml was supplied including sterilization M9 broth, it ****(ed) by 1% (v/v) of 
concentration using the above-mentioned inoculation culture. The full capacity in each generation flask was 
500ml among the Erlenmeyer flask of 2L. Optical density 0.6 (lambda= 540nm) In 37 degrees C, it 
incubated, moving a flask violently until it became corresponding cell concentration (with no dilution). The 
range of this time amount is usually 3-4 hours. Subsequently, 5mM isopropyl thiogalactoside (IPTG, 
research auger NIKUSU, U.S. Ohio Cleveland) is supplied to a flask, and it sets to the dilution it is 16 times 
whose cell concentration of this, and is optical density 0.2. Incubation was continued until it became, 
subsequently, a flask ~ ImM phenylmethyl sulfonyl fluoride (PMSF) — supplying — base — it refrigerated at 
4 degrees C quickly. The centrifugal separation in 4 degrees C recovered this bacterial cell. The obtained 
humid pellet was saved in -70 degrees C. 

[0047] (ii) The extract of the enzyme of an assay grade and especially all the processes of the manufacture 
following were performed in 4 degrees C, unless it refused, the frozen cell — the buffer solution A — {— 
50mM tris (hydroxymethyl) aminoethane HCl(tris - HC1, pH7.4);0.6mM ethylenediaminetetraacetic acid 
(EDTA); - to 0.375 MNaCl, 0.2 %NonidetP-40(trademark) (BDH KEMIKARUZU Limited, British 
pool);lmMPMSF}, and the cell weight 1 section, the buffer-solution A9 section came out comparatively, 
and it added. ** sow soil (cerite 545 (trademark), a JON man building, a ROM pock, U.S. California) was 
added at a rate of the two sections to the humid cell weight 1 section. The obtained slurry was homogenized 
at high speed (about 20,000 rpm) on the wearing (trademark) industrial use blender by the pulse for 8x 15 
seconds. It is the pellet which collected the fragment/cerite of a cell (trademark) according to centrifugal 
separation, and was obtained to the humid solid 1 section Buffer-solution A4.5 It extracted by the above- 
mentioned homogenization approach using the section. The supernatant liquid obtained from both the 
homogenization process was doubled, fusibility protein was settled by adding solid (NH4) 2S04, and 75% 
saturation of the last concentration was obtained. This mixture was violently moved for 60 minutes, and 
centrifugal separation recovered precipitate, the obtained pellet — buffer-solution B{50mM tris-HCl and 
pH8;30mMNaCl; 1 mMDL-dithiothreitol (DTT); - 1 mMEDTA; 1 mMPMSF; 1 0% glycerol} - it suspended 
in inside and dialyzed to the same buffer solution for 1 8 hours. 

[0048] It was filled up with the aliquot of the dialyzed extract containing 1 50mg of protein on the sephadex 
A25 (trademark) anion exchange column (Pharmacia, salary the Sweden country rise) which has the floor 
dimension of 70cm length, and the path of 2.5 cm. a sample — a line — in the 10cm [/hour ] rate of flow, it 
eluted in isocratic one with the buffer solution B. The fraction (see the publication about the following 
assay) including HIV protease activity was doubled, the protein of fusibility was precipitated by adding 
saturated water nature (NH4) 2S04, and 85% saturation of** (NH4) 2S04 concentration was obtained. 
They are buffer-solution C{50mM2-(4-morpholino) ethane sulfonic acid (MES) and pH5.5 about the pellet 
which removed precipitating protein according to centrifugal separation, and was 

obtained. ;150mMNaCl;lmMDTT;l mMEDTA; 10% glycerol} It dissolved in inside. This precipitate was 
dialyzed to the buffer solution C for 1 8 hours, and, subsequently it froze in -70 degrees C. By the same 
approach as the approach of the above-mentioned publication of all crude extracts, it was made the aliquot 
containing 150mg of protein, and the chromatography refined. The last manufactures obtained from each 
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batch are collected, and it is 34microL. It divided into the aliquot and saved in -70 degrees C. The divided 
. substrate / part / mg had the specific activity of the HIV protease of 1 8.2mmol(s), and the last protein 
collected from the fermentation of 20L was 300mg typically. Before use, the aliquot was diluted to 1/38 of 
the first concentration with the buffer solution (refer to following) (namely, enzyme operation solution). 
Substrate: VSFNFPQITL-NH2 and MW1 164 (clough SURIHHI et al., "Proc.Natl.Acad.Sci.USA" 86,807 
(1989) reference) were used as a substrate. This substrate was set to stock lOmM in DMSO, and was saved 
at 4 degrees C. Before use, this stock was diluted with the buffer solution and 400micro of solutions M was 
obtained (namely, substrate operation solution). 

[0049] Buffer solution: It is the solution which dissolved MES (lOOmM), KC1 (300mM), and EDTA (5mM) 
into distillation H20 (90ml), and was obtained by the dark aquosity NaOH 5.5 It adjusted. It is H20 about 
the latter solution. It diluted, and was referred to as 100ml, and the buffer solution was obtained. 
Procedure: (1) assay mixture is substrate operation solution 20microl and solution lOmicrol of the trial 
compound in 10%DMSO. And enzyme operation solution lOmicrol It manufactured by mixing. (2) This 
assay mixture was incubated for 30 minutes in 37 degrees C. (3) About reagin, it is 2% aquosity 
trifluoroacetic acid 200microl. It quenched by adding. (4) Assay mixture lOOmicrol which it quenched 
****** given to HPLC which uses Perkin-Elmer 3x3CRC8 column (no [ PerkinElmer, Incorporated and 
U.S. Connecticut ] work piece) by the gradual inclination in a part for 4ml/of the rates of flow separated the 
substrate and the product (namely, VSFNF and PQITL-NH2). The following passes, it comes out and this 
inclination is certain :0.0-0.5. 70%A/part and 30%B; 
0.5-3.0 67%A/Part and 33%B; 
3.0-5.0 20%A/Part and 80%B; 
5.0-6.5 70%A/Part and 30%B; 

(Above A is H20 It is inner 3mM sodium dodecyl sulfate / 0.05%H3PO4, and B is 0.05%H3PO4 among an 
acetonitrile) . Elution was supervised in 210nm. (5) The contrast which is assay mixture without a trial 
compound was given to processes 2-4 at coincidence. 

[0050] Consideration of inhibition: The quantum of a division product and the parent substrate of survival 
was carried out according to the integral of the height of a peak, or a suitable HPLC peak. The enzyme 
inhibition of the inversion (%) =(peak height [ of the sum total / substrate of the peak height of a product or 
a peak area, and a product ] or sum total of peak area) xlOO trial compound which computed substrate 
inversion using the following relational expression was computed as follows. 

The concentration 50 of the trial compound which brings about 50% inhibition of an inhibition (%) =100- 
(inversion of inversion (%) / contrast of assay mixture (%)) xlOOHIV-protease, i.e., IC, measured the 
inhibition percentage of : enzyme measured as follows about the min of three different concentration of a 
trial compound. Then, it determined on the graph by plotting the inhibition percentage of an enzyme [ as 
opposed to the concentration of a trial compound for IC50 ]. IC50 of the instantiation compound of a 
formula 1 measured in recombination HIV protease HPLC assay is hung up over following front Naka. 
[0051] 
[Table 1] 

A Table 1 number A compound IC50 (nM) 1 4 (S) - Benzyloxy-l-{3(S)-{{N- 150 Valyl} amino}- 
(Benzyloxycarbonyl) 2(R)-hydroxy-4-phenyl butyl }-N- The tert-butyl-pyrrolidine-2(S)-carboxamide 2 4 (R) 

- Benzyloxy-l-{3(S)-{{N- 16 (benzyloxycarbonyl) Valyl} amino} -2(R)-hydroxy-4-phenyl butyl} -N- The 

tert-butyl pyrrolidine-2(S)-carboxamide 3 4 (R) - Benzyloxy-l-{3(S)-{{N- 39 

Asparaginyl}- (Benzyloxycarbonyl) Amino }-2(R)-hydroxy-4-phenyl - Butyl }-N-tert-butyl-pyrrolidine - 2 
(S)-carboxamide 4 4(S)-benzyloxy-l-{3(S)-{{N- 300 Asparaginyl} amino}- (Benzyloxycarbonyl) 2(R)- 
hydroxy-4-phenyl butyl}-N- The tert-butyl-pyrrolidine-2(S)-carboxamide 5 1-{3(S)-{{N- 
(benzyloxycarbonyl)- 745 Valyl} amino }-2(R)-hydroxy-4- Phenyl butyl }-N-tert-butyl -4 (S) - Pyrrolidine -2 

(S) - (2-methylpropyl oxy-) The carboxamide six one - {— three — (— S — ) - {— {— N - 

(benzyloxycarbonyl) — 180 the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl - - 

- butyl — } - N-tert - butyl - four — (— R — ) - () [ 2 -methyl-] The propyloxy pyrrolidine-2(S)-carboxamide 7 
four — (— R — ) - benzyloxy one - one - {— three — (— S — ) - {— {— N - 100 — (benzyloxycarbonyl) — the 
valyl — } — amino — } - — two — (— R — ) - hydroxy one - four - phenyl — butyl — } - N - The cyclo propyl 
pyrrolidine-2(S)-carboxamide 8 4 (R) - Benzyl-1-{3(S)-{{N- 48 Asparaginyl} amino }-2(R)-hy droxy-4- 
phenyl butyl }-N- (Benzyloxycarbonyl) The tert-butyl-pyrrolidine-2(S)-carboxamide 9 4 (S) - Benzyl- 1- {3 
(S)-{{N- 780 Asparaginyl} amino}- (Benzyloxycarbonyl) 2(R)-hydroxy-4-phenyl butyl}-N- tert-butyl- 
pyrrolidine-2(S)-carboxamide 10 N-tert - Butyl- l-{2(R)-hydroxy-4- 4.7 Phenyl-3(S)-{{N - () [ 2-kino 
RINIRU-] Carbonyl valyl} amino} butyl}-4(R)- (2-pyrimidinyl thio)-pyrrolidine -2 (S) - Carboxamide 11 
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N-tert - Butyl- l-{2(R)-hydroxy-4- 12 phenyl - three - (- S --) - {-- {-- N - (2-kino RINIRU - carbonyl) 
the valyl -} amino --} - butyl --} -4 (R) - {(3-pilus JINIRU methyl) - thio} pyrrolidine - 2(S)- 
carboxamide 12 N-tert-butyl-l-{2(R)-hydroxy-4- 9.4 phenyl-3(S)-{{N-(2-kino RINIRU - carbonyl) valyl} 
amino} butyl} -4(R)- {(2, 6-dimethyl-4-pyrimidinyl) oxy-} - Pyrrolidine-2(S)-carboxamide 13 N-tert-butyl- 
l-{3(S)-{{2, 6- 4.6 Dimethyl phenoxy acetyl} amino}-2(R)- Hydroxy-4-phenyl butyl}-4(R)- (2-pyrimidinyl 
thio)-pyrrolidine -2 (S) - The carboxamide 14 N-tert-butyl-l-{3(S)-{{2 and 6- 43 dimethyl phenoxy acetyl} 
amino} -2(R)- hydroxy-4-phenyl butyl}-4(R)- {(3-pilus JINIRU methyl) - thio} pyrrolidine - 2(S)- 
carboxamide [0052] Adaptation [ the following procedure used in order to screen the anti-virus effectiveness 
of the compound of example 1 3 formula 1 / assay / using the cell which was already reported by above- 
mentioned Harada and others and by which the HTLV-I transformation was carried out / plaque ]. Since the 
rate which HIV reproduces in a cell with it was quick, the cell by which the HTLV-I transformation was 
carried out was used. 

1. Dissolve a trial compound into dimethyl sulfoxide and carry out concentration in 5mg/ml. The obtained 
solution can be stored at 4 degrees C to use. 

2. Dilute the obtained solution in RPMI1640 (Gibco Laboratories, U.S. Massachusetts Lawrence), and make 
it into 4 times of the last concentration examined. If it dilutes in RPMI1640, this solution will be used within 
4 hours in cell culture assay. 

3. This 4X solution (50microl) was added to 3 section well of the flat bottom fine titration plate of 96 wells. 
RPMID (50microl) is added also to a contrast well. 

4. RPMI1640(pH=7.2) 50microL by which the HEPES buffer was carried out inner C — the fetal calf serum 
(FCS) and 12.5microl/ml gentamycin (perfect medium) by which the heat inactive compound was carried 
out 10% are added to all wells 8166 cells (5x104). 

5. Perfect-medium lOOmicrol The H9-/HTLV-IIIB stock (saved in liquid nitrogen as cell culture supernatant 
liquid in 50%FCS) of inner 50 time TCID50 is added to all wells. The infection titration value of a virus 
stock is the same as what was beforehand determined by the terminal point dilution on C8166 cell. The 
titration value of a stock is stable for 6 to 12 hours, when saved in -193 degrees C. 

[0053] 6. Subsequently, they are 37 degrees C and 5%C02 about a fine titration plate. It puts on level 
shelving of the incubator made humid for 72 hours. 

7. Subsequently, remove a plate and measure the core of the syncytium in each well with a low power phase 
optical microscope. Each cluster of the cell which shows the proof of formation of some syncytiums is 
measured as one core of syncytium. A contrast well has the core of the syncytium of 25-75 for every well. 

8. Compute the inhibition percentage of syncytial formation by the following formula. 

Inhibition (%) =100x {(syncytium core in the syncytium core-# trial well in # contrast well) /(syncytium 
core in # contrast well)} 

The concentration 50 of the trial compound which brings about 50% inhibition of syncytial formation, i.e., 
EC, uses the serial dilution technique of the operation solution of a process 3, and it is determined by 
plotting the inhibition percentage by which the syncytial formation to the trial compound of various 
concentration was observed. In the following table 2, the result of the assay of the instantiation compound of 
the formula 1 obtained from the plaque assay of this example is shown. 
[0054] 
[Table 2] 

A Table 2 number A compound EC50 (nM) 1 4 (R) - Benzyloxy-l-{3(S)-{{N- 600 Valyl } -amino} - 
(Benzyloxycarbonyl) 2(R)-hydroxy-4-phenyl butyl }-N- The tert-butyl-pyrrolidine-2(S)-carboxamide 2 4 (R) 
- Benzyloxy-l-{3(S)-{{N- 600 Benzyloxycarbonyl asparaginyl} amino} -2(R)-hydroxy-4-phenyl butyl}-N- 
tert-butyl-pyrrolidine-2(S)-carboxamide 3 1- {3 (S)-{{N-(benzyloxy carbonyl)- 3000 Valyl} amino}-2(R)- 
hydroxy-4- Phenyl butyl }-N-tert-butyl -4 (R) - () [ 2-] Methylpropyl oxy-pyrrolidine -2 (S) - The 
carboxamide 4 4 (R) - Benzyloxy-l-{3(S)-{{N- 900 (Benzyloxycarbonyl) Valyl} amino}- 2(R)-hydroxy-4- 
phenyl butyl}-N- The cyclo propyl pyrrolidine-2(S)-carboxamide 5 3(S)-{{the N- 700 (benzyloxycarbonyl) 
asparaginyl}- 4(R)-benzyl-l- {-- The amino} -2(R)-hydroxy-4-phenyl butyl }-N-tert-butyl-pyrrolidine-2(S)- 
carboxamide 6 4(S)-benzyl-l-{3(S)-{{N- 4000 Asparaginyl} amino}- (Benzyloxycarbonyl) 2(R)-hydroxy- 
4-phenyl butyl}-N- The tert-butyl-pyrrolidine-2(S)-carboxamide 7 N-tert-butyl-l-{2(R)-hydroxy-4- 250 
phenyl-3(S)-{{N - () [ 2-kino RINIRU-] Carbonyl valyl} amino} butyl}-4(R)- (2-pyrimidinyl thio) - 
pyrrolidine -2 (S) - Carboxamide 8 N-tert-butyl-l-{2(R)-hydroxy-4- 480 Phenyl-3(S)-{{N - () [ 2-kino 
RINIRU-] Carbonyl valyl} amino} butyl}-4(R)- {(3-pilus JINIRU methyl) - thio} pyrrolidine - The 2(S)- 
carboxamide 9 N-tert - Butyl- l-{2(R)-hydroxy-4- 390 phenyl - three - (-- S --) - {-- {- N - (2-kino 
RINIRU-carbonyl) - the valyl --} ~ amino --} — butyl — } -4 (R) - The {(2, 6-dimethyl-4-pyrimidinyl) oxy- 
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}-pyrrolidine-2(S)-carboxamide 10 N-tert-butyl-1- {3(S)-{{2 and 6-250 dimethyl phenoxy acetyl} amino}-2 
.(R)-hydroxy-4-phenyl butyl --} -4 (R) - 0 [ 2-] pyrimidinyl thio-pyrrolidine -2 (S) - Carboxamide [0055] 
there are the following in the compound of others of a formula 1 — :N-tert-butyl-l-{2(R)-hydroxy-4-phenyl- 
3(S)-{{N-(2-KINORI nil carbonyl) valyl} amino} butyl} -4(R)-(phenyl sulfonyl) pyrrolidine-2 (S) - 
carboxamide N-tert-butyl-1 -{2 (R) - hydroxy-4-phenyl -3 (S) -{{N- (2-KINORI nil carbonyl) Valyl} 
amino} butyl} -4 (R) - A pyrrolidine -2 (2-PIRIJI nil thio) (S) - carboxamide N-tert-butyl-1 -{2 (R) - 
hydroxy-4-phenyl -3 (S) -{{N- (2-KINORI nil carbonyl) Valyl} amino} butyl} -4 (R) - A pyrrolidine -2 (4- 
PIRIJI nil thio) (S) - carboxamide N-tert-butyl-1 -{2 (R) - hydroxy-4-phenyl -3 (S) -{{N- (2-KINORI nil 
carbonyl) Valyl} amino} butyl} -4 (R) - A pyrrolidine -2 (4, 6-dimethyl-2-pyrimidinyl thio) (S) - 
carboxamide N-tert-butyl-1 -{2 (R) - hydroxy-4-phenyl -3 (S) -{{N- (2-pilus JINIRU carbonyl) Valyl} 
amino} butyl} -4 (R) - phenoxy pyrrolidine -2 (S) - carboxamide N-tert-butyl-1 -{2 (R) - hydroxy-4-phenyl - 
3 (S) -{{N- (2-pilus JINIRU carbonyl) Asparaginyl} amino} butyl }-4(R)-phenoxy pyrrolidine -2 (S) - 
Carboxamide N-cyclopentyl-l-{2(R)-HIDO ROKISHI - four - phenyl - three - (» S -) - {-- {-- N - (2- 
KINORI nil carbonyl) — leucyl — } — amino — } — butyl — } - four — (— R — ) - (phenyl sulfonyl) — a 
pyrrolidine - two - (-- S -) - cull - BOKISA MIDO [0056] l-{2 (R) - hydroxy-4-phenyl -3 (S) -{{N- 
Valyl} amino} butyl }-N- (2-KINORI nil carbonyl) (1-methylethyl) -4 (R) - A pyrrolidine -2 (2-PIRIJI nil 
thio) (S) - carboxamide N-cyclo propyl- 1- {2 (R) - hydroxy-4-phenyl -3 (S) -{{N- 2(R)-hydroxy-4-phenyl 
[ N-tert-butyl-1 -{] -3 (S)-{{N- (2-KINORI nil carbonyl) asparaginyl} amino} -- the butyl }-4(R)-(4-PIRIJI 
nil thio) pyrrolidine-2(S)-carboxamide - 2(R)-hydroxy-4-phenyl [ N-tert-butyl-1 -{] -3 (S)-{{N- (2-KINORI 
nil carbonyl) isoleucyl} amino} — the butyl }-4(R)-(2-pyrimidinyl thio) pyrrolidine-2(S)-carboxamide — (2- 
naphthyl carbonyl) Valyl} amino} butyl} -4 (R) - A pyrrolidine -2 (4, 6-dimethyl-2-pyrimidinyl thio) (S) - 
carboxamide N-tert-butyl-1 -{2 (R) - hydroxy-4-phenyl -3 (S) -{{N- (2-pilus JINIRU carbonyl) isoleucyl} 
amino} butyl }-4(R)-phenoxy pyrrolidine -2 (S)-carboxamide N-tert-butyl-1 -{2(R)-hydronalium KISHI - 
four - phenyl - three — (— S — ) - {-- {— N - (2-pilus JINIRU carbonyl) — the asparaginyl — } — amino — } — 
butyl --} - four — (— R — ) - (phenyl thio) — a pyrrolidine - two — (— S — ) - the carboxamide 

[Translation done.] 
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(54) SUBSTITUTED PIPECOUNIC ACID DERIVATIVE AND HIV PROTEASE INHIBITOR 

(57)Abstract: 

PURPOSE: To obtain substituted pipecolinic acid derivatives 
useful for treatment of HIV infections, inhibiting the activity of 
HIV protease and suppressing cytopathogenic effects induced 
by HIV in human cells. 

CONSTITUTION: This compound of formula I [X is R30C(0), 
R3CCO) or R3NR4C (O) (R3 is alkyl, cycloalkyl, phenyl, naphthyl 
or the like; R4 is H or alkyl) or the like; B is absent or 
NHCHR5CCO) (R5 is alkyl, cycloalkyl, phenylmethyl or the like); 
R1 is H, halogen, OH, alkyl or alkoxy; R2 is alkyl; Y is alkyl, 
cycloalkyl, phenyl or W(CH2)nZ (W is O, S, SO or S02; Z is 
alkyl, substituted phenyl or the like; n is 0 or 1) or the like] e.g. 
N-tert-butyl-1 -{3(S)~ benzyloxycarbonylamino}-2(R)-hydroxy- 
4-phenylbutyl}-4(R)-phenylpiperidine-2(S) carboxamide is 
obtained, when B is absent, by reaction of a compound of 
formula II with a compound of formula III. 
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* NOTICES * 

JPO and NCI PI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



The compound come out of and shown, or its acid addition salt which may be permitted in thrapeutics. [ -- 
however, the inside of a formula and X - R3 OC (O), R3 C (O), or R3 NR4 C (O) - it is (R3 among a 
formula) (i) Low-grade alkyl and (ii) low-grade cycloalkyl (iii) Phenyl; [ Halogen, ] The phenyl whose each 
of phenyl; carried out by 1 **** of hydroxy ** low-grade alkyl or low-grade ARUKOKJSHI or two 
substituents is low-grade alkyl or a halogen independently and which was carried out 2 ****s, (iv) Phenyl 
(low-grade) alkyl or its aromatic series part Halogen, The phenyl (low-grade) alkyl carried out by 1 **** of 
hydroxy ** low-grade alkyl or low-grade ARUKOKISHI, (v) 1-naphthyl or 2-naphthyl, (vi) (Het), or (Het) - 
(low-grade alkyl) (Het among a formula) the univalent heterocycle radical of 5 containing the hetero atom of 
1 or 2 chosen from nitrogen, oxygen, and sulfur or 6 members is shown — or (vii) — They are 2-kino 
RINIRU or 3 -kino RINIRU. And R4; or X which is hydrogen or low-grade alkyl It is R3AOCH2 C (O) 
(R3 A among a formula). ;B which is one permutation phenyl or each substituent of whose is low-grade alkyl 
or a halogen independently, two permutations, or the phenyl carried out 3 ****s They are whether it exists 
and divalent radical -NHCHR5 C(O)- (among a formula). R5 hydroxy ** low-grade alkyl; - low-grade 
cycloalkyl; (low-grade cycloalkyl) -(low-grade alkyl); phenylmethyl; — or it is the low-grade alkyl carried 
out by 1 **** of carboxy, low-grade alkoxy carbonyl, aminocarbonyl, aminocarbonyl (low-grade alkyl), or 
JI (low-grade alkyl) aminocarbonyl — ;R1 hydrogen, a halogen, hydroxy ** low-grade alkyl, or those with 
low-grade alkoxy ** — ;R2 low-grade alkyl — it is — ; and Y — low-grade alkyl; — low-grade — cycloalkyl; 
phenyl or a halogen — Phenyl carried out by 1 **** of hydroxy ** low-grade alkyl or low-grade 
ARUKOKISHI; Phenylmethyl or a halogen, It is phenylmethyl carried out by 1 **** of hydroxy ** low- 
grade alkyl or low-grade ARUKOKISHI.; or Y It is W(CH2) n Z (W is oxo-** thio, sulfinyl, or a sulfonyl 
among a formula Z). low-grade — phenyl; carried out by 1 **** of alkyl; phenyl or a halogen, hydroxy ** 
low-grade alkyl, or low-grade ARUKOKISHI — or (Het) — it is (the inside of a formula and (Het) are as the 
above-mentioned definition) — ;n is 0 or 1 . ] 

[Claim 2] The inside of a formula and X are R3 OC (O), R3 C (O), or R3 NR4 C (O) (R3 among a formula). 
Low-grade alkyl, phenyl, 2, 4-dimethylphenyl, 2, 6-dimethylphenyl, 2, 4-dichlorophenyl, 2, 5- 
dichlorophenyl, 2, 6-difluoro phenyl, 5-fluoro-2-methylphenyl, phenyl (low-grade) alkyl, and phenyl (low- 
grade) alkyl (the 4th place of a phenyl part — chloro — ) Fluoro, hydroxy ** methyl, or methoxy permutes. 1- 
naphthyl, 2-naphthyl, 2-furil, 2-thienyl, 2-pyridinyl ; or X whose R4 it is 4-pyridinyl 2-pilus JINIRU methyl, 
4-thiazolyl methyl, or 2-kino RINIRU, and is hydrogen or low-grade alkyl It is R3AOCH2 C (O) (R3A 
among a formula). In the location or two or more locations of 1 chosen from the group which consists of 
phenyl or 2 and 4, and the 6th place,;B which is 1, 2, or the phenyl carried out 3 ****s with low-grade alkyl 
or a halogen It does not exist or is divalent radical-NHCHR5 C(O)- (R5 among a formula). Low-grade alkyl 
or hydroxy ** low-grade alkoxy carbonyl, aminocarbonyl, (Low-grade alkyl) it is the low-grade alkyl 
carried out by 1 **** of aminocarbonyl or JI (low-grade alkyl) aminocarbonyl — ;R1 hydrogen, chlorine, a 
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bromine, and a fluorine — it is — ;R2 It is 1 -methy lethyl, 2-methylpropyl or 1, and 1 -dimethyl ethyl.; and Y 
Low-grade cycloalkyl, phenyl, 4-chlorophenyl, 4-BUROMO phenyl, 4-fluoro phenyl, 4-methylphenyl, 4- 
methoxypheny, They are phenylmethyl, methyl (4-fluoro phenyl), or (4-methylphenyl) methyl.; or Y It is W 
(CH2) n Z (W and n are as the above-mentioned definition among a formula). Z Low-grade alkyl, phenyl, 2- 
furil, 2-thienyl, 2-pyridinyl The compound according to claim 1 which is 3-pyridinyl 4-pyridinyl 4-thiazolyl, 

2- pyrimidinyl, 4-methyl-2-pyrimidinyl, 4, and 6-dimethyl-2-pyrimidinyl or 2, and 6-dimethyl-4- 
pyrimidinyl, or its acid addition salt which may be permitted in thrapeutics. 

[Claim 3] X among a formula tert-butyloxy carbonyl, carbonyl (2, 6-dimethylphenyl), Carbonyl, carbonyl 
(2, 5-dichlorophenyl), (2, 4-dichlorophenyl) Carbonyl, carbonyl (5-fluoro-2-methylphenyl), (2, 6-difluoro 
phenyl) Benzyloxycarbonyl, methoxycarbonyl (4-chlorophenyl), Methoxy carbonyl, methoxycarbonyl (4- 
methoxypheny), (4-hydroxyphenyl) Acetyl, benzoyl, 1 -North America Free Trade Agreement RENIRU 
carbonyl, 2-North America Free Trade Agreement RENIRU carbonyl, Carbonyl, 2-KINORI nil carbonyl, 
(2-pilus JINIRU methoxy) Benzylamino carbonyl, N-(2-pilus JINIRU methyl) aminocarbonyl, N-methyl-N- 
(2-pilus JINIRU methyl) aminocarbonyl, phenoxy acetyl, Acetyl, acetyl (2, 4-dimethyl phenoxy), (2- 
methylphenoxy) Acetyl, acetyl (2, 4, 6-trimethyl phenoxy), (2, 6-dimethyl phenoxy) They are acetyl or (the 
4-fluoro -2, 6-dimethyl phenoxy) acetyl. (4-chloro phenoxy);B It does not exist or is divalent radical- 
NHCHR5 C(O)- (R5 among a formula). 1 -methylethyl, 1, and 1 -dimethyl ethyl, 1 -methylpropyl, 2- 
methylpropyl, 1 -hydroxyethyl, methyl (methoxycarbonyl), (Ethoxycarbonyl) methyl, methyl 
(aminocarbonyl), or {(methylamino) carbonyl} methyl — it is — ;R1 It is hydrogen or a fluorine and is;R2. It 
is 2-methylpropyl or 1, and 1 -dimethyl ethyl.; and Y Cyclohexyl, phenyl, 4-chlorophenyl, 4-fluoro phenyl, 
4-methoxypheny, benzyl, methyl (4-methoxypheny), 2-methyl propoxy, phenoxy, and 2-pilus JINIRU oxy- 
**3-pilus JINIRU oxy-** 4-pilus JINIRU oxy-**2-pyrimidinyl oxy-** (4-methyl-2-pyrimidinyl) oxy-** 
Oxy-** (2, 6-dimethyl-4-pyrimidinyl) oxy-** (4, 6-dimethyl-2-pyrimidinyl) Benzyloxy one, 2-pilus JINIRU 
methoxy, 3-pilus JINIRU methoxy, 4-pilus JINIRU methoxy, 4-thiazolyl methoxy, phenylthio, Phenyl 
sulfinyl, a phenyl sulfonyl, 2-PIRIJI nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, Thio, 
thio (2, 6-dimethyl-4-pyrimidinyl), (4-methyl-2-pyrimidinyl) Thio, benzyl thio, benzyl sulfinyl, (4, 6- 
dimethyl-2-pyrimidinyl) The compound according to claim 2 which is a benzyl sulfonyl, thio (2-pilus 
JINIRU methyl), thio (3-pilus JINIRU methyl), or (4-pilus JINIRU methyl) thio, or its acid addition salt 
which may be permitted in thrapeutics. 

[Claim 4] X among a formula tert-butyloxy carbonyl, benzyloxycarbonyl, Acetyl, carbonyl (2, 6- 
dimethylphenyl), 2-North America Free Trade Agreement RENIRU carbonyl, They are carbonyl, 2- 
KINORI nil carbonyl, or {N-methyl-N-(2-pilus JINIRU methyl) amino} carbonyl. (2-pilus JINIRU 
methoxy);B the valyl, tert-butyl glycyl, the isoleucyl, threo nil, or the asparaginyl — it is — ;R1 It is hydrogen 
or a fluorine and is;R2. It is 1 and 1 -dimethyl ethyl.; and Y Phenyl, benzyl, phenoxy, and 2-pyrimidinyl oxy- 
** (2, 6-dimethyl-4-pyrimidinyl) oxy-** 2-pilus JINIRU methoxy, 3-pilus JINIRU methoxy, 4-pilus 
JINIRU methoxy, Phenylthio, phenyl sulfinyl, a phenyl sulfonyl, 2-PIRIJI nil thio, 3-PIRIJI nil thio, 4- 
PIRIJI nil thio, 2-pyrimidinyl thio, (4, 6-dimethyl-2-pyrimidinyl) The compound according to claim 3 which 
is thio, thio (2-pilus JINIRU methyl), thio (3-pilus JINIRU methyl), or 4-(pilus JINIRU methyl) thio, or its 
acid addition salt which may be permitted in thrapeutics. 

[Claim 5] X among a formula Acetyl (2-methylphenoxy), (2 and 4-dimethyl phenoxy)-acetyl, (2, 6-dimethyl 
phenoxy) acetyl or (2, 4, 6-dimethyl phenoxy) acetyl — it is — ;B — not existing — ;R1 hydrogen — it is — ;R2 
It is 1 and 1 -dimethyl ethyl.; and Y Phenyl, benzyl, phenoxy, 2-pyrimidinyl oxy-**2-pilus JINIRU methoxy, 

3- pilus JINIRU methoxy, 4-pilus JINIRU methoxy, phenylthio, phenyl sulfinyl, a phenyl sulfonyl, 2-PIRIJI 
nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, (4, 6-dimethyl-2-pyrimidinyl) The compound 
according to claim 3 which is thio, thio (2-pilus JINIRU methyl), thio (3-pilus JINIRU methyl), or (4-pilus 
JINIRU methyl) thio, or its acid addition salt which may be permitted in thrapeutics. 

[Claim 6] N- tert-butyl -1 — the - {3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy-4-(4-fluoro phenyl) 
butyl }-4(R)-(phenylthio) piperidine-2(S)-carboxamide — N-tert-butyl- 1- {3 (S) - (Benzyloxycarbonylamino) 
-2 (R) - hydroxy-4-phenyl butyl} -4 (— R — ) - phenyl — a piperidine - two — (— S — ) - the carboxamide — N- 
tert - butyl - one - {— three — (— S — ) - (benzyloxycarbonylamino) - two — (— R — ) - hydroxy one - four - 
phenyl — butyl — } - four — (— R — ) - benzyl — a piperidine - two — (— S — ) - the carboxamide — N-tert-butyl 
-1 — the - {3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl} -4(R)-(phenyl sulfonyl) 
piperidine-2(S)-carboxamide — N-tert-butyl -1 — the - { 3 (S)-(benzyloxy carbonyl amino)-2(R)-hydroxy-4- 
phenyl butyl }-4(R)-(phenyl thio) piperidine-2(S)-carboxamide - N-tert-butyl- 1- the {3(S)- 
(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl }-4(R)-phenoxy piperidine-2(S)-carboxamide — N- 
tert-butyl-1- the {3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl }-4(R)-cyclohexyl 
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piperidine-2(S)-carboxamide — N-tert - butyl - one - {- three — (— S — ) - {— {— N - benzyloxycarbonyl - the 
valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four -- (— R — ) - 
(phenylthio) — a piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - {-- three — (-- S — ) - 
{— {— N - (benzyloxycarbonyl) - the asparaginyl — } — amino — } - two — (— R — ) - hydroxy one - four - 
phenyl — butyl --} - four — (— R — ) - (phenylthio) — a piperidine - two — (— S — ) - the carboxamide — N-tert 

- butyl - one - {— three (— S ~) - {— {-- N - (benzyloxycarbonyl) - the valyl ~ } — amino — } - two — (— R 
— ) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - phenyl — a piperidine - two — (— S — ) - the 
carboxamide -- N-tert - butyl - one - {— three — (— S — ) - {-- {-- N - (benzyloxycarbonyl) - the isoleucyl — } 

- amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - phenyl — a 
piperidine - two — (— S — ) - the carboxamide — N - tert - butyl - one - {-- three — (— S — ) - {— {— N - 
(benzyloxycarbonyl) - the asparaginyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl 
— } - four — (~ R — ) - phenyl — a piperidine - two — (-- S — ) - the carboxamide — N-tert - butyl - one - {— 
three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy one 

- four - phenyl — butyl — } - four — (— R — ) - benzyl — a piperidine - two — (— S — ) - the carboxamide — N- 
tert - butyl - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl --} — amino — } - two — (- 

- R — ) - hydroxy one - four - phenyl — butyl --} - four — (— R — ) - (phenyl sulfonyl) — a piperidine - two — 
(— S — ) - the carboxamide — N-tert-butyl-l-{3 (S) -{{N- (Benzyloxycarbonyl) - asparaginyl} amino}-2 (R) 

- hydroxy-4-phenyl butyl} -4 (R) - A piperidine -2 (Phenyl sulfonyl) (— S — ) - the carboxamide — N-tert - 
butyl - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — 
) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - phenoxy — a piperidine - two — (— S — ) - the 
carboxamide — N - tert - butyl - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the asparaginyl 
— } — amino — } - two — (— R --) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - phenoxy — a 
piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - {— three — (— S — ) -{—{-- N - 
(benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
four — (— R — ) - (2-piperidinyloxy) — a piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - 
{— three — (— S — ) - {-- {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy 
one - four - phenyl — butyl — } - four — (— R --) - cyclohexyl — a piperidine - two — (— S — ) - the 
carboxamide - N-tert-butyl-1- {-- 2(R)-hydroxy-4-phenyl -3 (S) - {« {(N-(2-KINORI nil carbonyl) valyl} 
amino} butyl} — the -4(R)-(phenylthio) piperidine-2(S)-carboxamide — ) N-tert - butyl - one - {— two — (— 
R --) - hydroxy ones - four - phenyl - three -- (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the 
asparaginyl — } — amino --} — butyl — } - four — (-- R — ) - phenoxy — a piperidine - two — (— S — ) - the 
carboxamide - N-tert-butyl-1- {2(R)-hydroxy-4-phenyl-3(S)-{{N-(2-KINORI nil carbonyl) asparaginyl} 
amino} butyl} -4 (R) - (phenyl sulfonyl) - PIPERIJI N - two - (-- S -) - the carboxamide - N-tert - butyl 

- one - {-- two - (-- R -) - hydroxy one - four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil 
carbonyl) — the asparaginyl — } — amino --} — butyl — } - four — (— R — ) - (phenylthio) — a piperidine - two 

- (— S — ) - the carboxamide — N-tert - butyl - one - {-- two — (— R — ) - hydroxy ones - four - phenyl - three 
-- (— S — ) - {— {— N - (2-North America Free Trade Agreement RENIRU carbonyl) — the valyl — } — amino 
— } — butyl — } - four — (— R — ) - (phenylthio) — a piperidine - two — (— S — ) - the carboxamide — N - tert - 
butyl - one - {— two — (— R --) - hydroxy ones - three — (— S — ) - {— {— N - (2-North America Free Trade 
Agreement RENIRU carbonyl) — the asparaginyl — } — amino — } - four - phenyl — butyl — } - four — (— R — 
) - (phenylthio) -- a piperidine - two - the carboxamide ~ N-tert - butyl - one - {— three — (— S — ) - {— {— N 

- (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - (4-fluoro phenyl) — 
butyl — } - four — (— R — ) - (phenylthio) -- a piperidine - two -- (— S — ) - the carboxamide — N - tert - butyl - 
one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - {— {— N - {(2-pilus JINIRU 
methoxy) - carbonyl — } — the isoleucyl --} — amino — } -- butyl — } - four — (— R — ) - phenyl — a piperidine 

- two — (— S — ) - the carboxamide — N-tert-butyl -1 — the - {3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy- 
4-phenyl butyl }-4(R)-(2-PIRIJI nil thio) piperidine-2(S)-carboxamide - N-tert-butyl- 1-{3(S)- 
(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl }-4(R)-(4-PIRIJI nil thio)- the piperidine-2(S)- 
carboxamide — N- tert-butyl-l-{3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl }-4(R)-(2- 
pyrimidinyl thio)- the piperidine-2(S)-carboxamide — N-tert-butyl -1 — the - {3(S)- 
(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl }-4(R)-(4, 6-dimethyl-2-pyrimidinyl thio) 
piperidine-2(S)-carboxamide — N-tert-butyl -1 — the - {3(S)-(benzyloxycarbonylamino)-2(R)-hydroxy-4- 
phenyl butyl }-4(R)-(benzyl thio) piperidine-2(S)-carboxamide — N-tert - butyl - one - {— three — (— S — ) - 
{— {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — 
butyl --} - four — (-- R --) - (2-PIRIJI nil thio) - a piperidine - two - (— S — ) - the carboxamide - N-tert - 
butyl - one - {— three — (— S — ) - {— {— N - (benzyloxycarbonyl) - the valyl — } — amino --} - two — (— R — 
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) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two -- (— S - 
-) .- the carboxamide — N-tert - butyl - one - {— three — (— S — ) - {-- {— N - (benzyloxycarbonyl) - the valyl 
— } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (2-pyrimidinyl 
thio) — a piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - {-- three — (~ S — ) - {— {-- N 

- (benzyloxycarbonyl) - the valyl ~ } — amino » } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - 
four — (— R — ) - (4, 6-dimethyl-2-pyrimidinyl thio) — a piperidine - two — (— S — ) - the carboxamide — N- 
tert - butyl - one - {— three ~ (— S — ) - {-- {— N - (benzyloxycarbonyl) - the valyl — } — amino — } - two — (- 

- R — ) - hydroxy one - four - phenyl -- butyl — } - four -- (— R --) - (benzyl thio) -- a piperidine - two — (— S 
--) - the carboxamide — N-tert - butyl - one - {-- two — (— R — ) - hydroxy one - three — (— S — ) - {— N - {— 
[— N - methyl - N - (2-pilus JINIRU methyl) — amino — ] — carbonyl — } — the valyl — } - four - phenyl — 
butyl --} - four — (— R — ) - (phenyl thio) — a piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - 
one - {-- two - (-- R --) - hydroxy ones - four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil 
carbonyl) — the valyl — } -- amino --} — butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a piperidine - two 

- the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - 
{-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino -} - butyl -} - four - (- R --) - {(4-pilus 
JINIRU methyl) — thio — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) 

- hydroxy ones - four - phenyl - three — (— S — ) - {— {— N - (2-KINORI nil carbonyl) — the valyl — } — 
amino — } — butyl — } - four — (— R — ) - (2-pilus JINIRU methoxy) — a piperidine - two - the carboxamide — 
N-tert - butyl - one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S --) - {— {— N - (2- 
KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (-- R --) - {(4, 6-dimethyl-2- 
pyrimidinyl) — thio — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {-- two — (— R — ) - 
hydroxy ones - four - phenyl - three — (— S — ) - {— {— N - (2-KINORI nil carbonyl) — the valyl — } — amino 
— } — butyl — } - four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two - the carboxamide — N-tert-butyl-1- 
{2(R)-hydroxy-4-phenyl-3(S)-{{N-(2-KINORI nil carbonyl) valyl} amino} butyl} -4 (R) - (2-pilus JINIRU) 
thio ~ a piperidine - two - the carboxamide — N - tert - butyl - one - {— two — (— R — ) - hydroxy one - four - 
phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} ~ amino -} - butyl --} - four 

- (— R — ) - phenoxy - a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - 
hydroxy one - four - phenyl - three — (— S — ) - {-- {— N - (2-KINORI nil carbonyl) — the valyl — } — amino 
— } — butyl — } - four — (— R — ) - {(3-pilus JINIRU methyl) — thio — } — a piperidine - two - the 
carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - {— 
{- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (-- R --) - {(2-pilus JINIRU 
methyl) — thio — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - 
hydroxy ones - four - phenyl - three — (— S — ) - {— {— N - (2-KINORI nil carbonyl) — the valyl — } — amino 
— } — butyl — } - four — (— R — ) - (2-pyrimidinyl oxy-) — a piperidine - two - the carboxamide — N-tert - 
butyl - one - {-- two - (- R -) - hydroxy one - four - phenyl - three - (- S -) - {-- {-- N - (2-KINORI nil 
carbonyl) — the valyl — } — amino — } — butyl — } - four — (— R — ) - {(4, 6-dimethyl-2-pyrimidinyl) -- oxy- 
one — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - 
four - phenyl - three - (-- S -) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} 

- four — (— R --) - {(4-methyl-2-pyrimidinyl) — oxy-one — } — a piperidine - two - the carboxamide — N-tert 

- butyl - one - {-- two - (-- R -) - hydroxy one - four - phenyl - three - (- S -) - {-- {-- N - (2-KINORI nil 
carbonyl) — the valyl — } — amino — } — butyl — } - four — (— R — ) - {(2, 6-dimethyl-4-pyrimidinyl) — oxy- 
one — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - 
four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} 

- four — (— R — ) - (phenyl sulfonyl) — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — 
(-- R --) - hydroxy ones - four - phenyl - three - (-- S -) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl - 
} — amino — } — butyl — } - four — (— R — ) - {(4-fluoro phenyl) — oxy-one — } — a piperidine - two - the 
carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy ones - four - phenyl - three - (— S — ) - {— 
{-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (-- R --) - (4-pilus JINIRU 
methoxy) — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - 
four - phenyl - three ~ (- S --) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} 

- four — (— R — ) - {(2-pilus JINIRU methyl) — a sulfonyl — } — a piperidine - two - the carboxamide — N- 
tert - butyl - one - {-- two - (-- R --) - hydroxy one - four - phenyl - three - (-- S --) - {-- {-- N - (2-KINORI 
nil carbonyl) — the valyl — } — amino — } — butyl — } - four — (— R — ) - {(3-pilus JINIRU methyl) — a 
sulfonyl — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (-- R — ) - hydroxy one 

- four - phenyl - three - (-- S -) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl - 
} - four — (— R — ) - {(4-pilus JINIRU methyl) — a sulfonyl — } — a piperidine - two - the carboxamide — N- 
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tert - butyl - one - {— two — (— R — ) - hydroxy ones - four - phenyl - three — (— S — ) - {— {— N - (2- 
KINORI nil carbonyl) - the valyl --} - amino --} -- butyl --} - four -- (- R -) - (2-pilus JINIRU sulfonyl) - 

- a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy ones - four - 
phenyl - three - (-- S ~) - {-- {- N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four 

- (— R — ) - (4-pilus JINIRU sulfonyl) — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two 

- (-- R --) - hydroxy one - four - phenyl - three - (-- S «) - {-- {-- N - (2-KINORI nil carbonyl) - the valyl - 
-} — amino — } — butyl — } - four — (— R — ) - {(2, 6-dimethyl-4-pyrimidinyl) — thio — } — a piperidine - two - 
the carboxamide — N-tert - butyl - one - {— two — (-- R — ) - hydroxy one - four - phenyl - three — (— S — ) - 
{„ {-_ N - (2-KINORI nil carbonyl) - the valyl --} - amino --} - butyl --} - four - (- R -) - {(4-methyl-2- 
pyrimidinyl) — thio — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {— two — (— R --) - 
hydroxy ones - four - phenyl - three — (— S — ) - {— {-- N - (2-KINORI nil carbonyl) — the valyl — } — amino 
— } — butyl — } - four — (-- R — ) - (3-pilus JINIRU methoxy) — a piperidine - two - the carboxamide — N-tert 

- butyl - one - {-- two - (~ R --) - hydroxy ones - four - phenyl - three - (-- S -) - {-- {-- N - (2-KINORI nil 
carbonyl) - tert - butyl — glycyl — } — amino — } — butyl — } - four — (— R — ) - (phenylthio) — a piperidine - 
two - the carboxamide — N - tert - butyl - one - {-- two — (— R — ) - hydroxy one - four - phenyl - three — (— 
S ~) - {- {-- N - (2-KINORI nil carbonyl) - the asparaginyl --} - amino --} - butyl --} - four - (-- R -) - 
{(4, 6-dimethyl-2-pyrimidinyl) — thio — } — a piperidine - two - the carboxamide — N-tert - butyl - one - {-- 
two — (— R — ) - hydroxy ones - four - phenyl - three — (— S — ) - {— {— N - (2-KINORI nil carbonyl) — the 
asparaginyl — } — amino — } — butyl — } - four — (— R — ) - (2-pyrimidinyl thio) — a piperidine - two - the 
carboxamide -- N-tert-butyl-l-{2(R)-hydroxy-4-phenyl-3(S)-{{N-(2-KINORI nil carbonyl)-N4 - The 
methyl-asparaginyl} amino} butyl }-4(R)-phenoxy-piperidine-2-carboxamide, N-tert - butyl - one - {— two - 

- (-- R --) - hydroxy one - four - phenyl - three (-- S --) - {-- {-- N - (2-KINORI nil carbonyl) - tert - butyl 

- glycyl — } — amino --} — butyl — } - four — (— R — ) - {(3-pilus JINIRU methyl) — thio — } — a piperidine - 
two - the carboxamide — N-tert - butyl - one - {— two — (— R --) - hydroxy ones - four - phenyl - three — (— 
S _) - {- {„ N - (2-KINORI nil carbonyl) - threo - nil --} - amino -} - butyl --} - four - (-- R --) - 
(phenyl sulfonyl) — a piperidine - two - the carboxamide — N - tert - butyl - one - {-- two — (— R — ) - 
hydroxy one - four - phenyl - three — (— S — ) - {— {— N - (2-KINORI nil carbonyl) - tert - butyl — glycyl ~ } 

- amino — } — butyl — } - four — (— R — ) - (4-pilus JINIRU sulfonyl) — a piperidine - two - the carboxamide 

- N - tert - butyl - one - {-- two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - {-- {— N - (2- 
KINORI nil carbonyl) - tert - butyl - glycyl -} - amino -} - butyl --} - four - (-- R --) - (2-pilus JINIRU 
sulfonyl) — a piperidine - two - the carboxamide — N-tert - butyl - one - {-- three — (— S — ) - {— {(2, 6- 
dimethyl phenoxy) — acetyl — } — amino — } - two — (-- R --) - hydroxy one - four - phenyl — butyl --} - four 

- (— R — ) - {(3-pilus JINIRU methyl) — thio — } — a piperidine - two ~ (— S — ) - the carboxamide — N - tert 

- butyl - one - {-- three ~ (— S — ) - {— {(2, 4, 6-trimethyl phenoxy) - acetyl — } — amino — } - two — (— R — ) 

- hydroxy one - four - phenyl — butyl — } - four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two — (-- S — 
) - the carboxamide — N-tert - butyl - one - {— three — (— S — ) - {(phenoxy acetyl) — amino — } - two — (— R 
— ) - hydroxy one - four - phenyl — butyl — } -4 (R) - (4-PIRIJI nil thio) - the piperidine-2(S)-carboxamide — 
N-tert - butyl - one - {— three — (— S — ) - {— {(2, 6-dimethyl phenoxy) — acetyl — } - amino --} - two — (— R 
— ) - hydroxy one - four - phenyl ~ butyl --} - four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two — (— 

S — ) - the carboxamide — N-tert - butyl - one - {-- three — (— S — ) - {— { (2 -methy Iphenoxy) — acetyl — } - 
amino — } - two — (-- R — ) - hydroxy one - four - phenyl — butyl --} - four — (— R — ) - (4-PIRIJI nil thio) — 
a piperidine - two — (-- S — ) - the carboxamide - N-tert - butyl - one - {— three — (— S — ) - {— {— two — 
four - dichlorophenyl ~ carbonyl — } — amino --} - two — (— R — ) - hydroxy one - four - phenyl — butyl --} - 
four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two — (— two — ) - the carboxamide — N-tert - butyl - 
one - {— three — (— S — ) - {-- {(2, 5 -dichlorophenyl) — carbonyl — } — amino — } - two — (— R — ) - hydroxy 
one - four - phenyl — butyl — } - four — (— R — ) - (4-PIRIJI nil thio) — a piperidine - two — (— S — ) - the 
carboxamide — N-tert - butyl - one - {— three — (— S — ) - {— {(2, 6-difluoro phenyl) — carbonyl — } — amino 
--} - two - (-- R -) - hydroxy one - four - phenyl — butyl --} - four - (— R — ) - (4-PIRIJI nil thio) - a 
piperidine - two — (— S — ) - the carboxamide — And N-tert-butyl-l-{3 (— S — ) - {— {(5-fluoro-2- 
methylphenyl) — carbonyl — } — amino — } - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four - 

- (— R — ) - (4-PIRIJI nil thio) — a piperidine - two — (-- S — ) - the carboxamide — from — becoming — a 
group — from — choosing — having — being according to claim 1 — a compound . 

[Claim 7] The pharmacological constituent containing a compound according to claim 1 or its salt which 
may be permitted in thrapeutics, and the support which may be permitted pharmacologically. 
[Claim 8] How to treat a human HIV infectious disease including medicating Homo sapiens with the 
compound or its salt which may be permitted in thrapeutics of an effective dose according to claim 1. 
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[Claim 9] How to protect a human cell including processing a human cell by the compound or its salt which 
may be permitted in thrapeutics of an anti-HIV effective dose according to claim 1 from a HIV pathogen. 
[Claim 10] the Following Process:(a) type 2 — [Formula 2] 



-0 



the epoxide of (the inside of a formula, and X and Rl are as having defined claim 1), and a formula 3 
[Formula^}] 



HN J 

r , 

C(Q)NHR 



or [ obtaining the compound with which the piperidine carboxamide of (the inside of a formula, R2, and Y 
are as having defined claim 1) is made to react, and a formula 1 (X, Rl, R2, and Y are as the above- 
mentioned definition among a formula, and B does not exist) corresponds ] — ; or the (b) type 4 — [Formula 




It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, R2, and 

Y are as the above-mentioned definition). The reactant derivative of being R3 C (O) of the above-mentioned 
definition or R3AOCH2 C (O) is made to react. Formula 1 (X is R3 C [ of the above-mentioned definition ] 
(O), or R3AOCH2 C (O) among a formula) The corresponding compound with which Rl, R2, and Y are as 
the above-mentioned definition, and B does not exist is obtained, or they are; or the (c) type 4 (Rl, R2, and 

Y among a formula). The compound and formula X-NHCHR5 COOH (X and R5 among a formula) of being 
as the above-mentioned definition Coupling of the alpha-amino acid of being as the definition of claim 1 is 
carried out under existence of a coupling agent, and it is a formula 1 (X, Rl, R2, and Y among a formula), 
or [ obtaining the corresponding compound of it being as the above-mentioned definition and B being 
divalent radical-NHCHRS C(O)- (the inside of a formula and R5 being as the above-mentioned definition) ] 
— ; — or — the (d) type 5 — [Formula 5] 

5 OH ^ S %^ Y 

H^NCHR C(0)NH 



jot 




C(0)NHR 



It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, R2, R5, 
and Y are as the above-mentioned definition). The reactant derivative of being R3 C (O) of the above- 
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mentioned definition or R3 AOCH2 C (O) is made to react, and it is a formula 1 (X). It is R3 C (O) of the 
above-mentioned definition, or R3 AOCH2 C (O), and is Rl and R2. And Y the corresponding compound of 
it being as the above-mentioned definition and B being divalent radical-NHCHRS C(O)- (the inside of a 
formula and R5 being as the above-mentioned definition) — obtaining — ; — subsequently (e) How to 
manufacture the compound or the acid addition salt which may be permitted in thrapeutics including 
changing the compound of the formula 1 obtained by the request in the above-mentioned section (a), (b), (c), 
or (d) into the corresponding acid addition salt which may be permitted in thrapeutics of the formula 1 
according to claim 1 . 

[Translation done.] 
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* NOTICES * 

iJPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Industrial Application] This invention relates to the operation of the compound for repulsing the infectious 
disease produced by the compound in which the activity over a specific retrovirus is shown, the manufacture 
approach of the compound, its pharmacological formula object, and the retrovirus. 
[0002] 

[Description of the Prior Art] The retrovirus known as a human immunodeficiency virus type 1 (HIV-1) in 
1983 was established as a pathogen of acquired immunodeficiency **** (acquired immunode-ficiency 
syndrome). R.C. Galo and "Scientific American" by L. MONTANI yell, 259 (4), 40 (1988) reference. This 
virus serves as an epidemic like making fear have. Recently, the virus and the human immunodeficiency 
virus type 2 (HIV-2) which are related very much are identified more as the 2nd pathogen of an acquired 
immunode-ficiency syndrome. The compound which checks the duplicate of HIV in the outside of a living 
body is discovered by identifying the human immunodeficiency virus (HIV) as a pathogen, and developing 
the approach of growing up this virus in large quantities, the most important class of inhibition compound 
identified by this approach — the group of a dideoxy nucleoside — it is — that 3'-azide-3'<leoxythymidine 
(known also as zidovudine or AZT) — and more, 2'3'-dideoxyinosine (known also as didanosine or DDI) is 
used in thrapeutics, and, recently, has managed the specific patient according to a **** HIV infectious 
disease. When this kind of compound checks reverse transcription, barring the life cycle of HIV is 
discovered. This enzyme converts Virus RNA into a double strand deoxyribonucleic acid (DNA), and is an 
indispensable enzyme for a HIV duplicate in itself. Besides inhibition of reverse transcription, the term of 
others of a HIV life cycle is identified as a target for development of anti-HIV medicine. The target of 1 
which has received increasing cautions is an enzyme which is known as a HIV protease and by which the 
HIV code was carried out. Like reverse transcriptase, the code of this enzyme is carried out by the pol gene, 
and it is indispensable to growth of HIV. This is a causative agent which emits the enzyme containing the 
structural protein (for example, pi 7 and p24) and itself which perform specific division in gag (p55) or gag- 
pol (pi 80) protein, and are seen in mature infectivity virion. Therefore, the inhibitor of a HIV protease can 
block a HIV life cycle. 

[0003] The increment in the interest with which the HIV protease was filled is reflected in the increment in a 
report of discovery of the matter which checks an enzyme over the past several years. For example, refer to 
the paper of the bacteria about D.W. Nor Bee and D.J. kemp, "Annual Reports In Medicinal Chemistry", and 
the protease inhibitor by 26,141 (1991). As the latter paper is indicated and it is reported by J. D.H. Rich et 
al., "Med.Chem.", 33 and 1285 (1990) and N.A. Roberts et al., "Science", and 248 and 358 (1990) Two 
powerful HIV protease inhibitor systems are understood by arranging a hydroxy ethylamine transition state 
prototype (TSA) in the peptide which has pi 7 / p24 substrate decomposition part array, biological research 
of the lead compound of continuation of Roberts and others — H.A. exaggerated tons, "Virology", 179 and 
508 (1990), J.A. Martin et al., and "Biochem.Biophys.Res.Commun." - it is reported by 176, 180 (1991) 
and J.C. Craig et al., "Antiviral Chemistry and Chemotheraphy", and 2,181 (1991). An indication of others 
of the HIV protease inhibitor which has the hydroxy ethylamine TSA : which includes the following — B.K. 
pewters and the Europe patent application No. 346847 published on December 20, 1989 G. B. DOREIYA et 
al., Europe patent application No. 352000 published on January 24, 1990, D. J. kemps, Europe patent 
application No. 402646 published on December 19, 1990, K — the E.B. Per Cars et al., the Canadian patent 
application No. 2,030,415 published on June 12, 1991, J.A. Martin and S. red show, and the Europe patent 
application No. 432695 published on June 19, 1991. 
[0004] 
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[Elements of the Invention] This application indicates the permutation pipecolic acid (pipecolinic acid) 
derivative which has the ethylamine TSA introduced into it. These derivatives are the powerful inhibitors of 
a HIV protease. Furthermore, the capacity which checks the cytopathogenic effectiveness by which HIV 
induction was carried out in the human cell is shown about these compounds. Since it has comparatively 
alternative operation and property that no toxicity is clearly, in these property lists, the compound is 
effective as drugs for repulsing a HIV infectious disease. The compound of this invention is a formula 1 
[0005]. 
[Formula 6] 

^J^J^ C{0)NHR 



[0006] It is the acid addition salt which comes out, is shown or may be permitted in thrapeutics. However, 
the inside of a formula and X are R3 OC (O), R3 C (O), or R3 NR4 C (O) (R3 among a formula), (i) Low- 
grade alkyl and (ii) low-grade cycloalkyl (iii) Phenyl; [ Halogen, ] The phenyl;(iv) phenyl (low-grade) alkyl 
or the aromatic series part whose each of two substituents is low-grade alkyl or a halogen independently and 
which was carried out 2 ****s Phenyl carried out by 1 **** of hydroxy ** low-grade alkyl or low-grade 
ARUKOKISHI; A halogen, hydroxy ** The phenyl (low-grade) alkyl carried out by 1 **** of low-grade 
alkyl or low-grade ARUKOKISHI, (v) 1-naphthyl or 2-naphthyl, (vi) (Het), or (Het) - (low-grade alkyl) 
(Het) The univalent heterocycle radical of 5 containing the hetero atom of 1 or 2 chosen from nitrogen, 
oxygen, and sulfur or 6 members is shown, or (vii) 2-kino RINIRU or 3 -kino RINIRU — it is — R4 [ and ] ; 
or X which is hydrogen or low-grade alkyl is R3 AOCH2 C (O) (inside of formula and R3A is one 
permutation phenyl or each substituent of whose is low-grade alkyl or a halogen independently, two 
permutations, or the phenyl carried out 3 ****s).; 

[0007] B is whether it exists and divalent radical -NHCHR5 C(O)- (among a formula). R5 hydroxy ** low- 
grade alkyl; — low-grade cycloalkyl; (low-grade cycloalkyl) -(low-grade alkyl); phenylmethyl; — or it is the 
low-grade alkyl carried out by 1 **** of carboxy, low-grade alkoxy carbonyl, aminocarbonyl, 
aminocarbonyl (low-grade alkyl), or JI (low-grade alkyl) aminocarbonyl — ;R1 hydrogen, a halogen, 
hydroxy ** low-grade alkyl, or those with low-grade alkoxy ** — ;R2 low-grade alkyl — it is — ; and Y — 
low-grade alkyl; — low-grade — cycloalkyl; phenyl or a halogen — Phenyl carried out by 1 **** of hydroxy 
** low-grade alkyl or low-grade ARUKOKISHI; Phenylmethyl or a halogen, It is phenylmethyl carried out 
by 1 **** of hydroxy ** low-grade alkyl or low-grade ARUKOKISHI.; or Y It is W(CH2) n Z (W is oxo- 
** thio, sulfinyl, or a sulfonyl among a formula Z). low-grade — phenyl; carried out by 1 **** of alkyl; 
phenyl or a halogen, hydroxy ** low-grade alkyl, or low-grade ARUKOKISHI — or (Het) — it is (the inside 
of a formula and (Het) are as the above-mentioned definition) — ;n is 0 or 1 . 

[0008] the phrase "B does not exist" used by this detail letter about a formula 1 should understand that it 
means that Notation B serves as covalent bond which combines "X M with the 2nd amino group (it combines 
with "B" in the case of others). The suitable group of the compound of this invention is a formula 1 (X 
among a formula). They are R3 OC (O), R3 C (O), or R3 NR4 C (O) (R3 among a formula). Low-grade 
alkyl, phenyl, 2, 4-dimethylphenyl, 2, 6-dimethylphenyl, 2, 4-dichlorophenyl, 2, 5-dichlorophenyl, 2, 6- 
difluoro phenyl, The 4th place of 5-fluoro-2-methylphenyl, phenyl (low-grade) alkyl, and a phenyl part 
Chlorine, The phenyl (low-grade) alkyl permuted by a fluorine, fluoro, hydroxy ** methyl, or methoxy, 1- 
naphthyl, 2-naphthyl, 2-furil, 2-thienyl, 2-pyridinyl 4-pyridinyl 2-pilus JINIRU methyl, 4-thiazolyl methyl, 
or 2-kino RINIRU - it is » R4 they are hydrogen or low-grade alkyl --; - or - X It is R3AOCH2 C (O) 
(inside of formula and R3A is 1,2, or the phenyl carried out 3 ****s by low-grade alkyl or the halogen in 
the location or two or more locations of 1 chosen from the group which consists of phenyl or 2 and 4, and 
the 6th place).; 

[0009] B does not exist or is divalent radical-NHCHRS C(O)- (R5 among a formula). Low-grade alkyl or 
hydroxy ** low-grade alkoxy carbonyl, aminocarbonyl, (Low-grade alkyl) it is the low-grade alkyl carried 
out by 1 **** of aminocarbonyl or JI (low-grade alkyl) aminocarbonyl — ;R1 hydrogen, chlorine, a bromine, 
or a fluorine — it is — ;R2 It is 1 -methylethyl, 2-methylpropyl or 1, and 1 -dimethyl ethyl.; and Y Low-grade 
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cycloalkyl, phenyl, 4-chlorophenyl, 4-BUROMO phenyl, 4-fluoro phenyl, 4-methylphenyl, 4- 
methoxypheny, They are phenylmethyl, methyl (4-fluoro phenyl), or (4-methylphenyl) methyl.; or Y It is W 
(CH2) n Z (W and n are as the above-mentioned definition among a formula). Z Low-grade alkyl, phenyl, 2- 
furil, 2-thienyl, 2-pyridinyl 3-pyridinyl 4-pyridinyl 4-thiazolyl, 2-pyrimidinyl, 4-methyl-2-pyrimidinyl, 4, 
and 6-dimethyl-2-pyrimidinyl or 2, and 6-dimethyl-4-pyrimidinyl — it is — or [ being shown ] — or it is the 
acid addition salt which may be permitted in thrapeutics. 

[0010] The more desirable group of the compound of this invention is a formula 1 (X among a formula), 
tert-butyloxy carbonyl, carbonyl (2, 6-dimethylphenyl), Carbonyl, (2 and 5-dichlorophenyl)-carbonyl, (2, 4- 
dichlorophenyl) Carbonyl, carbonyl (5-fluoro-2-methylphenyl), (2, 6-difluoro phenyl) Benzyloxycarbonyl, 
MEOKISHI (4-chlorophenyl) carbonyl, Methoxy carbonyl, methoxycarbonyl (4-methoxypheny), (4- 
hydroxyphenyl) Acetyl, benzoyl, 1 -North America Free Trade Agreement RENIRU carbonyl, 2-North 
America Free Trade Agreement RENIRU carbonyl, Carbonyl, 2-KINORI nil carbonyl, (2-pilus JINIRU 
methoxy) Benzylamino carbonyl, N-(2-pilus JINIRU methyl) aminocarbonyl, N-methyl-N-(2-pilus JINIRU 
methyl) aminocarbonyl, phenoxy acetyl, Acetyl, acetyl (2, 4-dimethyl phenoxy), (2-methylphenoxy) Acetyl, 
acetyl (2, 4, 6-trimethyl phenoxy), (2, 6-dimethyl phenoxy) They are acetyl or (the 4-fluoro -2, 6-dimethyl 
phenoxy) acetyl. (4-chloro phenoxy);B It does not exist or is divalent radical-NHCHRS C(O)- (R5 among a 
formula). 1-methylethyl, 1, and 1 -dimethyl ethyl, 1 -methy lpropyl, It is 2-methylpropyl, 1 -hydroxy ethyl, 
methyl (methoxycarbonyl), methyl (ethoxycarbonyl), methyl (aminocarbonyl), or {(methylamino) 
carbonyl} -methyl, and is;Rl. They are hydrogen or a fluorine.; 

[001 1] R2 It is 2-methylpropyl or 1, and 1 -dimethyl ethyl.; and Y Cyclohexyl, phenyl, 4-chlorophenyl, 4- 
fluoro phenyl, 4-methoxypheny, benzyl, methyl (4-methoxypheny), 2-methyl propoxy, phenoxy, and 2-pilus 
JINIRU oxy-**3-pilus JINIRU oxy-** 4-pilus JINIRU oxy-**2-pyrimidinyl oxy-** (4-methyl-2- 
pyrimidinyl) oxy-** Oxy-** (2, 6-dimethyl-4-pyrimidinyl) oxy-** (4, 6-dimethyl-2-pyrimidinyl) Benzyloxy 
one, 2-pilus JINIRU methoxy, 3-pilus JINIRU methoxy, 4-pilus JINIRU methoxy, 4-thiazolyl methoxy, 
phenylthio, Phenyl sulfinyl, a phenyl sulfonyl, 2-PIRIJI nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2- 
pyrimidinyl thio, Thio, thio (2, 6-dimethyl-4-pyrimidinyl), (4-methyl-2-pyrimidinyl) Thio, benzyl thio, 
benzyl sulfinyl, (4, 6-dimethyl-2-pyrimidinyl) a benzyl sulfonyl, thio (2-pilus JINIRU methyl), thio (3-pilus 
JINIRU methyl), or (4-pilus JINIRU methyl) thio — it is — or [ being shown ] — or it is the acid addition salt 
which may be permitted in thrapeutics. 

[0012] The most desirable group of a compound is a formula 1 (X among a formula), tert-butyloxy 
carbonyl, benzyloxycarbonyl, acetyl, Carbonyl, 2-North America Free Trade Agreement RENIRU carbonyl, 
(2, 6-dimethylphenyl) They are carbonyl, 2-KINORI nil carbonyl, or {N-methyl-N-(2-pilus JINIRU methyl) 
amino} carbonyl. (2-pilus JINIRU methoxy);B the valyl, tert-butyl glycyl, the isoleucyl, threo nil, or the 
asparaginyl — it is — ;R1 It is hydrogen or a fluorine and is;R2. It is 1 and 1 -dimethyl ethyl.; and Y Phenyl, 
benzyl, phenoxy, and 2-pyrimidinyl oxy-** (2, 6-dimethyl-4-pyrimidinyl) oxy-** 2-pilus JINIRU methoxy, 
3-pilus JINIRU methoxy, 4-pilus JINIRU methoxy, Phenylthio, phenyl sulfinyl, a phenyl sulfonyl, 2-PIRIJI 
nil thio, 3-PIRIJI nil thio, 4-PIRIJI nil thio, 2-pyrimidinyl thio, (4, 6-dimethyl-2-pyrimidinyl) thio, thio (2- 
pilus JINIRU methyl), thio (3-pilus JINIRU methyl), or 4-(pilus JINIRU methyl) thio - it is - it is the acid 
addition salt which is shown or may be permitted in thrapeutics. 

[0013] The most desirable group of others of a compound is a formula 1 (X among a formula). Acetyl, 
acetyl (2, 4-dimethyl phenoxy), (2-methylphenoxy) (2, 6-dimethyl phenoxy) acetyl or 2 and 4, and 6- 
dimethyl-phenoxy acetyl — it is ~;B — not existing — ;R1 hydrogen — it is — ;R2 and as having defined Y 
immediately before — it is — or [ being shown ] — or it is the acid addition salt which may be permitted in 
thrapeutics. It is related with the compound of a formula 1 (the inside of a formula and B are divalent 
radical-NHCHRS C(O)-), and is R5. As for the asymmetric carbon atom to support, it is desirable to have 
(S) arrangement. The pharmacological constituent for the therapy of the human HIV infectious disease 
containing the compound of a formula 1 or its salt which may be permitted in thrapeutics, and the support 
which may be permitted by the pharmaceutical-sciences target is contained within the limits of this 
invention. The range of this invention also includes the approach of treating a human HIV infectious disease 
including medicating Homo sapiens with the compound of the formula 1 of an effective dose, or its salt 
which may be permitted in thrapeutics. The approach of protecting the human cell which includes 
processing a human cell by the compound of the formula 1 of an anti-HIV effective dose or its salt which 
may be permitted in thrapeutics again from a HIV pathogen is included by the range. The manufacture 
approach of the compound of a formula 1 is explained below. The abbreviation generally used in this 
specification in order to display amino acid and a protective group is based on advice of the biochemistry 
naming IUPAC-IUB committee. "European Journal of Biochemistry" 138, 9 (1984) reference. For example, 
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Val, He, Thr, Asn, and Leu show the residue of L-valine, L-isoleucine, L-threonine, L-asparagine, and L- 
leucine, respectively. 

[0014] The independent or branched chain-like alkyl group containing the straight chain-like alkyl group 
and the carbon atom of 3-4 with which the phrase "low-grade alkyl" used in this specification combining the 
radical of 1 contains the carbon atom of 1-6 is meant, and methyl, ethyl, propyl, butyl, hexyl, 1-methylethyl, 
1-methylpropyl, 2-methylpropyl and 1, and 1 -dimethyl ethyl is included. The independent or saturation 
cyclic hydrocarbon radical whose phrase "low-grade cycloalkyl" used in this specification combining the 
radical of 1 contains the carbon atom of 3-6 is meant, and cyclo propyl, cyclo butyl, cyclopentyl, and 
cyclohexyl are included. The phrase "low-grade alkoxy one" used in this specification means the alkoxy 
group of the shape of a branched chain containing the straight chain-like alkoxy group and the carbon atom 
of 3-4 containing the carbon atom of 1-6, and includes methoxy and ethoxy ** propoxy, HEKISOKISHI, 1- 
methylethoxy, butoxy and 1, and 1 -dimethyl ethoxy. The latter radical is usually known as tert-butyloxy. The 
phrase "a halogen" used into this specification is a halogen radical chosen from a bromine, chlorine, a 
fluorine, and iodine. The phrase "residue" about amino acid means the radical obtained from the 
corresponding alpha-amino acid by removing the hydroxyl of a carboxy group, and the hydrogen of 1 of 
alpha-amino group. A phrase "tert-butyl glycyl" shows the amino acid residue of the 2(S)-amino -3 and 3- 
dimethyl butanoic acid, and a phrase "the N4-methyl asparaginyl" shows the amino acid residue of 2(S)- 
amino-4-methylamino-4-oxo-butanoic acid. 

[0015] The phrase "Het" used into this specification is a univalent radical which hydrogen is removed and is 
obtained from the saturation or partial saturation heterocycle of 5 containing the hetero atom of 1 -2 which 
are chosen from nitrogen, oxygen, and sulfur, or 6 members. To arbitration, this heterocycle may be 
supporting the substituent;, for example, low-grade alkyl, and low-grade alkoxy ** halogen, amino, or low- 
grade alkylamino of 1 or 2. The example of the heterocycle permuted by suitable heterocycle and arbitration 
includes pyrrolidine, tetrahydrofuran, thiazolidine, pyrrole, 1 H-imidazole, 1 -methyl- lH-imidazole, 
isoxazole, thiazole, 2-methyl thiazole, 2-aminothiazole, piperidine, 1, 4-dioxane, 4-morpholine, pyridine, 2- 
methylpyridine, pyrimidine, 4-methylpyrimidine and 2, and 4-dimethylpyrimidin. The phrase "the support 
which may be permitted pharmacologically" used into this specification does not give an operation harmful 
to an active ingredient, but it is [ for an active ingredient ] nonpoisonous and, generally it means an inactive 
excipient. 

[0016] The phrase "an effective dose" used into this specification means the amount as which the compound 
of this invention effective enough was beforehand determined to HIV in in the living body. Generally, the 
reaction condition by which it is known that it is suitable for reagin is used for the compound of a formula 1 , 
and it is manufactured by the learned approach. Edit according [ the publication of an approach ] to "Annual 
Reports In Organic Synthesis- 1990" K. turn BAL, Academic Press, Incorporated, U.S. California San 
Diego, 1990 (and the above-mentioned "annual reports"), edit by "Vogel's Textbook of Practical Organic 
Chemistry" B.S. fur varnish, The long man group Limited, British Essex, 1986, and edit with "The 
peptides:Analysis, Synthesis, and Biology" E. glasses, A standard textbook like Academic Press, U.S. New 
York State New York, 1979-1987, and 1-9 volumes sees. When it explains especially, the compound of a 
formula 1 is the following process:(a) type 2 [0017]. 
[Formula 7] 



It is [ the epoxide of (the inside of a formula, and X and Rl are as the above-mentioned definition), and ] a 
formula 3 [0018]. 
[Formula 8] 
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or [ obtaining the compound with which the piperidine carboxamide of (the inside of a formula, R2, and Y 
are as the above-mentioned definition) is made to react, and a formula 1 (X, Rl, R2, and Y are as the above- 
mentioned definition among a formula, and B does not exist) corresponds ] — ; — or — (b) type 4 [0019] 
[Formula 9] 



[0020] It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, 
R2, and Y are as the above-mentioned definition). The reactant derivative of being R3 C (O) of the above- 
mentioned definition or R3 AOCH2 C (O) is made to react. Formula 1 (X is R3 C [ of the above-mentioned 
definition ] (O), or R3AOCH2 C (O) among a formula) The corresponding compound with which Rl, R2, 
and Y are as the above-mentioned definition, and B does not exist is obtained, or they are; or the (c) type 4 
(Rl, R2, and Y among a formula). The compound and formula X-NHCHR5 COOH (X and R5 among a 
formula) of being as the above-mentioned definition Coupling of the alpha- amino acid of being as the 
above-mentioned definition is carried out under existence of a coupling agent, and it is a formula 1 (X, Rl, 
R2, and Y among a formula). They are [ whether it is as the above-mentioned definition and B obtains the 
corresponding compound of being divalent radical -NHCHR5 C(O)- (the inside of a formula and R5 being as 
the above-mentioned definition), and ]; or the (d) type 5 [0021]. 



[0022] It is [ a compound and ] carboxylic-acid X-OH (X among a formula) of (the inside of a formula, Rl, 
R2, R5, and Y are as the above-mentioned definition). The reactant derivative of being R3 C (O) of the 
above-mentioned definition or R3AOCH2 C (O) is made to react, and it is a formula 1 (X). It is R3 C(O) 
R3AOCH2 C (O) or R3AOCH2 C (O), and is Rl and R2. And Y the passage of the above-mentioned 
definition - it is — B — divalent radical-NHCHR5 C(O)- it is (the inside of a formula and R5 are as the 
above-mentioned definition) — obtaining — ; — subsequently (e) It can be manufactured more by changing 
the compound of the formula 1 obtained by the request in the above-mentioned section (a), (b), (c), or (d) 
into the corresponding acid addition salt which may be permitted in thrapeutics. The kind of the compound 
of a formula 1 (the inside X of a formula is N-protective group usually used, for example, Boc and Z, Fmoc, 
or p-methoxybenzyloxy carbonyl) is acquired most easily and conveniently by a process (a) and (C). Since 
this kind is easy to come to hand easily, it is useful as intermediate field for the suitable path which 
manufactures each compound of a formula 1 (the inside X of a formula is except N-protective group usually 
used) through each process (b) and (d). As intermediate field, therefore, the compound of this kind of 
formula 1 The amino terminal isolation amine which deprotection was carried out (that is, a protective group 
is removed), and was subsequently obtained A final manufacture of the compound of a formula 1 (the inside 
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X of a formula is except N-protective group usually used, for example, 2-pilus JINIRU methoxycarbonyl, 
and 2-KJNORI nil carbonyl) sake, According to a process (b) and (d), it is used by whether B exists or it 
exists as a compound of a formula 4 or a formula 5, respectively. 

[0023] If it says more clearly, according to the above-mentioned process (a), the compound of a formula 1 
(B does not exist among a formula) can be manufactured by N-alkylation reaction including adding epoxide 
2 to the piperidine carboxamide 3. This reaction can be conveniently carried out in the temperature of 20- 
1 1 0 degrees C by putting in the two above-mentioned reacting matter in the state of contact into an inert 
solvent, for example, ethanol, a tetrahydrofuran, or dimethylformamide. Although reaction time is 
influenced by temperature and the property of reacting matter, the general range is 2 - 24 hours. When the 
compound of a formula 1 (B does not exist among a formula) makes the compound with which a formula 4 
corresponds, and the reactant derivative of carboxylic-acid X-OH react according to a process (b), it is 
obtained, respectively, the acid halide which a suitable reactant derivative is the acylating agent which can 
offer suitable acyl group X-CO, and corresponds — a chloride or a bromide, activity ester, an anhydride, or 
the mixed anhydride is included suitably. This reaction is performed according to an approach to have been 
known for carrying out a reaction including a means to give desired selectivity to reacting matter, and 
conditions choosing the suitable ratio of reacting matter, or by giving the protective group known by the 
request for reacting matter besides either which competes with the reaction radical to mean temporarily. 
Generally, this reaction is performed the reaction time of the range of 1 5 minutes - 24 hours in the 
temperature of 0-50 degrees C in an inert solvent, for example, a tetrahydrofuran, dimethylformamide, or 
methylene dichloride. 

[0024] According to the process (c), the compound of a formula 1 (the inside B of a formula is divalent 
radical-NHCHR5 C(O)- (the inside of a formula and R5 are as the above-mentioned definition)) can be 
obtained under existence of a coupling agent by carrying out coupling of the compound of a formula 4, and 
the alpha-amino acid of formula X-NHCHR5 COOH. Using a coupling agent and promoting dehydration 
coupling of the isolation carboxyl of the reacting matter of 1 and the isolation amino group of other reacting 
matter is;, for example, the volume [ "The Peptides: Analysis, Synthesis, and Biology" / the lst-8th volume ] 
above-mentioned reference, known well. As an example of a suitable coupling agent, there is a 1 and 1- 
carbonyldiimidazole or N, and N'-dichloro hexyl-carbodiimide. As other examples, there is a 1 -hydroxy 
benzotriazol [ under existence of N and N-dicyclohexylcarbodiimide ] or N-ethyl-N'-[(3-dimethylamino) 
propyl] carbodiimide. A very practical and useful coupling agent is its tris-(dimethylamino) phosphonium 
hexafluorophosphate independently available (benzotriazol- 1-yloxy) on the commercial target used under 
existence of 1 -hydroxy benzotriazol. other very practical and useful coupling agents — commercial — 
available 2-(lH-benzotriazol-l-IRU)- it is N, N, and N'N'-tetramethyl URONIUMU tetrafluoroborate. 
[0025] A coupling reaction is performed in methylene dichloride, an acetonitrile, or an inert solvent like 
dimethylformamide. Diisopropyl ethylamine or a superfluous organic amine like N-methyl morpholine is 
added, and a reaction mixture is maintained to abbreviation pH 8. Reaction temperature is usually the range 
of -20 - 30 degrees C of abbreviation, and reaction time is 8 hours from for 1 5 minutes. If a process (d) is 
referred to, this process will be performed by the same approach as the approach described above about the 
process (b), if it only removes using the compound of a formula 5 instead of the compound of a formula 4 as 
starting material. The epoxide of the formula 2 used as starting material in a process (a) can be 
manufactured by the approach which was learned or was learned. If it says in detail especially, the epoxide 
of a formula 2 can be manufactured by the approach which was indicated by the Europe patent application 
No. 346,847 by the B.K. pewters of December 20, 1989 issue, or was indicated by above-mentioned patent 
pending. 

[0026] The starting material of others in these processes, i.e., the pyrrolidine carboxamide of a formula 3, 
and the compound of formulas 4 and 5 are new, therefore are the object of this invention. The suitable 
approach for manufacture of the compound of formulas 4 and 5 was already explained above, or [ that, as 
for the 3rd kind of a new intermediate product, and the piperidine carboxamide of a formula 3, the many are 
known ] — or it can be manufactured by choosing suitable 4-permutation piperidine which can be 
manufactured by the similar approach used for manufacture of known 4-permutation piperidine, and ****** 
which gives the selected piperidine to an approach to have been known for introducing a carboxamide 
functional group into the 2nd place of a piperidine. An approach [ **** / for permuting the latter ] is 
explained in the following example. The compound of the formula 1 of this invention can be obtained with 
the gestalt of the acid addition salt which may be permitted in thrapeutics. As an example of such a salt, a 
salt with a polymer acid, for example, a tannic acid, or a carboxymethyl cellulose and an inorganic acid, for 
example, halide acid, for example, a hydrochloric acid, a sulfuric acid, or a phosphoric acid is in an organic 
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acid, for example, an acetic acid, a lactic acid, a succinic acid, a benzoic acid, a salicylic acid, 
methansulfonic acid or p-toluenesulfonic acid, and a list. It converts into the salt which may be permitted 
pharmacologically [ other acid addition salts, for example, avirulent, ] in a specific acid addition salt by 
processing with suitable ion exchange resin by "Helv.Chim.Acta" by R.A. BOISONASU and others, and the 
approach indicated by 43 and 1849 (1960) by request. Generally, the salt which may be permitted like 
thrapeutics of the peptide of a formula 1 is biologically [ as the peptide itself] equal enough. 
[0027] The cell protective effect over the HIV protease inhibition property and HIV pathogen of the 
compound of the biological viewpoint type 1 or its salt which may be permitted in thrapeutics can be proved 
by biochemical, microbiological, and the biological method. Especially the effective approach for proving 
the compound of a formula 1 or its HIV protease inhibition property of a salt which may be permitted in 
thrapeutics is "recombinant HIV protease HPLC assay." ;H.G. clough SURIHHI et al. and the 
"Proc.Nat. Acad. Sci. USA" 86,807 (1989) reference based on the capacity for a trial compound to check 
enzyme division by the HIV protease of the deca peptide (substrate) which has the amino acid sequence in 
which this approach includes the HIV protease division part where HIV polyprotein was known. The result 
obtained with the instantiation compound of the detail about this assay and a formula 1 is indicated in the 
following example. The capacity for the compound of a formula 1 and its salt which may be permitted in 
thrapeutics to protect a cell from HIV infection can be proved by the microbiological approach of evaluating 
the inhibition effectiveness of a trial compound over cytopathogenic [ of HIV of Homo sapiens T-four 
cellular in ]. Such an example of a type of an approach is indicated by "Science" by "Jpn. J. Cancer Res. 
(Gann)" by S. Harada and N. Yamamoto, 76,543 (1985), and S. Harada and others, and 229 and 563 (1985). 
The assay based on the latter approach is indicated in the following example. 

[0028] When the compound of this invention or its salt which may be permitted in thrapeutics is used in 
order to repulse a human HIV infectious disease, a medicine can be prescribed for the patient taking-orally- 
wise [ this peptide ] as an excipient containing 1 or the support beyond it which may be permitted 
pharmacologically, locally, or parenterally, and that rate is determined by the solubility, the chemical 
property, the selected route of administration, and standard biological custom of that compound. For internal 
use, said compound or its salt which may be permitted in thrapeutics can be prescribed by the capsule 
containing the active ingredient of the amount at which the range of about 5-150mg was beforehand 
appointed into the support which may be permitted pharmacologically, respectively, or unit administration 
gestalt object like a tablet. Said compound can be prescribed by the excipient which contains an activator 
0.05 to 1% preferably 0.01 to 2% and which may be permitted pharmacologically for partial administration, 
these formula objects — a cream, a lotion, and a sublingual tablet — or it can consider as the gestalt of an 
endermic patch or a cheek patch preferably. For parenteral administration, the compound of a formula 1 is 
prescribed for the patient hypodermically or by carrying out an intramuscular injection in a vein as a 
constituent with the excipient or support which may be permitted pharmacologically. For administration by 
injection, it is desirable to use it in the solution in the sterilized water nature excipient which can also 
contain the solute of others like a buffer or a preservative enough besides the salt which may be permitted 
pharmacologically or glucose of an amount, in order to make a solution isosmotic for said compound. The 
suitable excipient or the support for the above-mentioned formula object is indicated in a standard 
pharmaceutical-sciences textbook, for example, "Remington's Pharmaceutical Sciences", the 18th edition, a 
Mac publishing company, U.S. Pennsylvania Easton, and 1990. 

[0029] The dose of a compound changes with an administration gestalt object and the specific selected 
activators. Furthermore, it changes with the specific hosts under a therapy. Generally, a therapy is started by 
the small few dose more substantially than the optimal dose of a peptide. Then, it is increased by the dose by 
increasing little by little until the optimal effectiveness is acquired under the environment. Generally, as for 
this compound, it is most desirable to prescribe a medicine for the patient in the concentration criteria which 
generally acquire anti- viral effectiveness, without causing any harmful side effects harmful to ****** again, 
an internal use sake — this compound or its salt which may be permitted in thrapeutics — the weight per day 
of lkg — the range of 0.5-15mg — a medicine is preferably prescribed for the patient in 0.5-5mg about the 
weight of lkg. Although the compound of a formula 1 also has the above-mentioned variate in relation to 
generalized administration, it is 1 micro per weight of lkg g-lOOmicrog. A medicine is prescribed for the 
patient with a dose. Although the formula object indicated above is the effective and comparatively safe 
physic for the therapy of a HIV infectious disease, such formula object and other anti-viral physic, or 
possible collaboration administration with ** is not eliminated. Such other anti-viral physic or ** includes 
fusibility CD 4, zidovudine, didanosine, zalcitabine, phosphono formate 3 sodium, RIBABARIN, aciclovir, 
or anti-viral interferon (for example, alpha-interferon or interleukin-2). 
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[0030] 

[Example] Hereafter, an example explains this invention in more detail. Especially the percentage or ratio of 
a solution shows the relation of capacity pair capacity, unless it refuses. Temperature is shown by 
Centigrade, a proton nuclear-magnetic-resonance (NMR) spectrum — Bruker 200MHz; recorded on the 
spectrometer — a chemical deviation (delta) — ppm It is reported. The abbreviation used into the example 
Boc : tert - Butyloxy carbonyl; [ BOP ] : Tris (Benzotriazol-l-yloxy) Phosphonium hexafluorophosphate; 
(Dimethylamino) But : tert- Butyl; Bzl : benzyl; — DIEA.diisopropyl ethylamine; — DMF : 
Dimethylformamide; HEPES:N-2-hydroxyethyl piperazine-N f -2-ethane-sulfonic-acid;Et20: — 
diethylether;EtOAc: — ethyl-acetate;EtOH: — ethanol;HPLC: — high-performance-liquid- 
chromatography;MeOH: — methanol ;P hiphenyl; — THF : Tetrahydrofuran;Z : include benzyloxycarbonyl. 
[0031] The solution of 1 -(tert-butyloxy carbonyl)-4-PIPERIJI Norian (3.0g, 14.9mmol) was cooled at 0 
degree C during the manufacture THF (30ml) of an example 1 1 -(tert-butyloxy carbonyl)-4-(phenylthio) 
piperidine. Triethylamine (3.2ml, 1.5Eq) was added in this solution, and, subsequently the methyl-chloride 
sulfonyl (1.26ml, 1.1 Eq) was added gradually. This reaction mixture was agitated in 0 degree C for 2 hours. 
Et20 (30ml) and H20 (20ml) were added, and the obtained mixture was agitated for 30 more minutes in 0 
degree C. This mixture was diluted by Et20 (200ml). H20, 10% aquosity citric acid, the saturated water 
solution (2X) of NaHC03, and brine washed the organic layer continuously. Vacuum concentration of the 
organic layer was dried and (MgS04) carried out, and 1 -(tert-butyloxy carbonyl)-4-piperidino 
RUMECHIRU-sulfonate ester (4.0g, 96%) was obtained as a solid which wore the yellow taste. 1NMR 
(CDC13) delta4.90 (m, 1H), 3.72 (ddd, J= 4.3, 6.5 or 13.5Hz, 2H), 3.32 (ddd, J- 4.3, 8.1 or 13.5Hz, 2H), 
3.05 (s, 3H), 1.47 (s, 9H). 

[0032] It was used without refining the above-mentioned methylsulfonate further, and :thiophenol (1.84ml, 
17.9mmol) which manufactured the compound of a mark as follows was slowly added in 0 degree C to the 
suspension of NaF (334mg, 14.3mmol) in DMF (8ml). The solution of above-mentioned methyl 
SUHONETO (2.0g, 7.17mmol) in DMF (6ml) was added, and the obtained mixture was agitated in the room 
temperature for 18 (20-22 degrees C) hours. This mixture was diluted by Et20 and the aquosity NaOH of 
1M (3X) and brine washed the organic layer continuously. The organic layer was dried (MgS04) and 
concentration hardening by drying was carried out under reduced pressure. Flash chromatography (it is 
[ Si02, an eluate:EtOAc-hexane, 1 :9, and ] 1 :6 behind) refined survival, and that the mark compound could 
be made into oily matter (1.82g, 86%), when it was left, it solidified. 1 HNMR(CDC13) delta7.48-7.2 (2m, 
2H+3H), 3.97 (m, 2H), 3.22 (m, 1H), 2.80 (ddd, J= 3.8, 10.5 or 13.5Hz, 2H), 1.47 (S, 9H). A FAB mass 
spectrum, m/z:294(M+H)+. 

[0033] The solution of the mark compound (3.57g, 12.2mmol) of 2d of examples and the example 1 in 
manufacture Et20 (60ml) of the 1-cis— N-tert-butyl-1 -(tert-butyloxy carbonyl)-4-(phenylthio) piperidine-2- 
carboxamide was cooled at -78 degrees C. The N, N, N', and N'-tetramethylenediamine (4.6ml, 2.5Eq) was 
added in the solution which the above cooled, and, subsequently the 1.3Msec(s)-butyl lithium in a chloro 
hexane (12.0ml, 1.3Eq) was added gradually. This mixture was agitated in -78 degrees C for 3.5 hours, then, 
tert-butyl isocyanate (2.1ml, 1.5Eq) — base — it added quickly and the obtained reaction mixture was 
agitated for 40 minutes in -78 degrees C. This reaction mixture was quenched by the aquosity citric acid 
10%, and, subsequently was made to warm to a room temperature. The organic layer was separated and 
Et20 extracted the virus for aquosity. The saturated water solution and brine of NaHC03 wash the doubled 
organic layer, and it dried (MgS04) and was made to evaporate under reduced pressure. Although flash 
chromatography (Si02, an eluate: hexane- EtO Ac, 6:1, and after that 4:1) refined survival and the mark 
compound was obtained as colorless oily matter (4.34g, 90%), it was solidified by leaving it. 1HNMR 
(CDC13) delta - 7.42 (m, 2H) and 7.28 (m ~) 3H, 5.85 (double width s, 1H), and 4.43 (dd and J= - 4.0 or 
7.0Hz) 1H, 3.92 (ddd, J= 3.5, 5.0 or 13.5Hz, 1H), 3.49 (m, 1H), 3.32 (ddd, J= 4.0, 1 1.5 or 13.5Hz, 1H), 1.48 
(s, 9H), 1 .39 (s, 9H). A FAB mass spectrum, m/z:393(M+H)+. 

[0034] The solution of 1 -(tert-butyloxy carbonyl)-4-PIPERIJI Norian (5.2g, 25.9mmol) under manufacture 
DMF (20ml) of 3d of examples and the 1-cis— N-tert-butyl-1 -(tert-butyloxy carbonyl)-4-(2-piperidinyloxy) 
piperidine-2-carboxamide, tert-butyldimethylsilyl chloride (4.07g, 1.05Eq), and an imidazole (2.7g, 1.5Eq) 
was agitated for 16 hours. After diluting by Et20, H20 (2X), 10% aquosity citric acid, the saturated water 
solution of NaHC03, and brine washed this solution continuously. The organic layer was dried (MgS04) 
and concentration hardening by drying was carried out. survival — WATERS(trademark) LC-500 
preparative-chromatography equipment [2Si02 column: — HPLC which uses hexane-EtOAc (19:1), 
Millipore Corporation, and U.S. Massachusetts Milford] refined, and the 1 -(tert-butyloxy carbonyl)-4-(tert- 
butyldimethylsiloxy) piperidine (7.54g, 92%) was obtained. 1HNMR(CDC13) delta3.87 (m, 1H), 3.61 (ddd, 
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J= 3.5, 7.5 or 13.0Hz, 2H), 3.24 (ddd, J= 3.7, 8.0 or 13.0Hz, 2H), L48 (s, 9H), 0.88 (s, 9H), 0.07 (s, 6H). 
Then, according to the procedure of an example 2, d and the 1-cis— N-tert-butyl-1 -(tert-butyloxy carbonyl)-4- 
(tert-butyldimethylsiloxy) piperidine-2-carboxamide were obtained instead of the 1 -(tert-butyloxy 
carbonyl)-4-(phenylthio) piperidine except using the above-mentioned 1 -(tert-butyloxy carbonyl)-4-(tert- 
butyldimethylsiloxy) piperidine. 1HNMR(CDC13) delta5.70 (s, 1H), 4.47 (dd, J = 2.7 or 8.0Hz, 1H), 4.07 
(m, 1H), 3.83 (m, 1H), 3.22 (ddd, J= 5.4, 10.5 or 13.5Hz), 1, 48 (s, 9H), 1.35 (s, 9H), 0.88 (s, 9H), 0.1 and 
0.08 (2s, 6H). 

[0035] To the solution of the above-mentioned compound (700mg, 1.69mmol) in THF (10ml), the solution 
of 1M tetrabutyl ammonium fluoride in THF (2.15ml, 1.25Eq) was added. This reaction mixture was agitated 
for 30 minutes in the room temperature, and, subsequently it diluted by Et20. H20 (2X) and brine (IX) 
washed the obtained mixture. The organic layer was dried (MgS04) and concentration hardening by drying 
was carried out under reduced pressure. Flash chromatography (Si02, an eluate: hexane-EtOAc, 1:1) refined 
survival, and the carboxamide, d, and the 1-cis— N-tert-1 -(tert-butyloxy carbonyl)-4-hydroxy piperidine-2- 
carboxamide (386mg, 76%) were obtained as a white solid. A FAB mass spectrum, m/z:301(M+H)+. The 
diethyl azo dicarboxy rate (173microl, 1.5Eq) was added in the above-mentioned carboxamide (220mg, 
0.73mmol) in benzene-THF (5:1 or 13ml), 4-nitro benzoic acid (244mg, 2.0Eq), and the cold solution (0 
degree C) of triphenyl phosphine (288mg, 1 .5Eq). The reaction mixture was agitated in the room 
temperature for 30 minutes for 3 hours in 0 degree C after that. The solvent was removed under reduced 
pressure. Flash chromatography (Si02, an eluate: hexane-EtOAC, 4:1) refined survival, and d containing 
about 25 - 30% of contamination (discharge product) and the l-trans-N-tert-butyl-l-(butyloxy carbonyl)-4- 
(4-nitrobenzoyloxy)-2-carboxamide (280mg) were obtained. It was used in the following process, without 
refining all products further. 

[0036] The product (404mg, 0.9mmol) of the latter in MeOH (9ml) and the mixture of K2 C03 (mg [ 28 ], 
0.2Eq) were agitated in the room temperature for 18 hours. The solvent was removed under reduced 
pressure. It is survival CHC13 It is H20 about the solution which dissolved in inside and was obtained. It 
washed, and it dried (MgS04) and concentration hardening by drying was carried out under reduced 
pressure. Flash chromatography (Si02, an eluate: hexane-EtOAc, 1:1, and after that 1:2) refined survival, 
and d and the l-trans-tert-butyl-l-(N-tert-butyloxy carbonyl)-4-hydroxy piped dine-2-carboxamide (194mg, 
71%) were obtained. The solution of the compound (145mg, 0.48mmol) of the latter in benzene-THF (5:1 or 
12ml), 2-hydroxypyridine (68mg, 1.5Eq), and triphenyl phosphine (187mg, 1.5Eq) was cooled at 0 degree 
C. The diethyl azo dicarboxy rate (1 14microl, 1.5Eq) was added in this solution. This mixture was agitated 
for 30 minutes in the room temperature for 1.5 hours in 0 degree C after that. The solvent was removed 
under reduced pressure. Flash chromatography (Si02, an eluate: hexane-EtOAc, 2:1) refined survival, and 
the mark compound of this example was obtained (70mg, 38%). 1NMR(CDC13) delta8.12, 7.43 and 6.85, 
and 6.62 (4m, 4H), 5.72 (s, 1H), 5.39 (m, 1H), 4.63 (m, 1H), 4.05 (m, 1H), 3.29 (m, 1H), 1.48 (s, 9H), 1.36 
(s, 9H). 

[0037] The mark compound (1.68g, 4.28mmol) of 4d of examples and the example 2 in manufacture 
CH2C12 (20ml) of the 1-cis— N-tert-butyl-1 -(tert-butyloxy carbonyl)-4-(phenyl sulfonyl) piperidine-2- 
carboxamide and the mixture of 3-chloro peroxybenzoic acid (2.2g, 12.83mmol) were agitated in the room 
temperature for 18 hours. The obtained reaction mixture was quenched with 10% aquosity solution of a 
sodium sulfite, and, subsequently was diluted by EtOAc. An organic layer is separated and they are the 
saturated water nature solution of NaHC03, and H20. And brine washed continuously, and it dried 
(MgS04) and condensed under reduced pressure. Solid survival was ground by hexane-EtOAc (18ml / 
12ml), subsequently it collected on the filter paper, and the mark compound was obtained as a white solid 
(1.57g, 86%). 1.45 (s, 9H) 1NMR(CDC13) delta7.90 (m, 2H), 7.75-7.55 (m, 3H), 5.95 (s, 1H), 4.07 (dd, J - 
8.0 or 9.5Hz, 1H) and 3.88 (dt, J = 5.4 or 13.5Hz, 1H), 3.32-3.05 (m, 2H), 1.35 (s, 9H). A FAB mass 
spectrum, m/z:425(M+H)+. Except using 3-chloro peroxybenzoic acid of only the one-mol equivalent, d and 
the 1-cis— N-tert-butyl-1 -(tert-butyloxy carbonyl)-4-(phenyl sulfinyl) piperidine-2-carboxamide were 
obtained according to the procedure of this example. 

[0038] example 5 N-tert-butyl -1 — the - [3(S)-(tert-butyloxy carbonylamino)-2(R)-hydroxy-4-phenyl 
butyl]-4(R)-(phenylthio) piperidine-2(S)-carboxamide (R1=H in which formula l;X=Boc and B do not exist 
--) R2 =C3 (CH3) And the manufacture (a) d of Y=PhS, l-cis-N-tert-butyl-4-(phenylthio) piperidine-2- 
carboxamide, The inside of :6NHC1 / dioxane which manufactured the piperidine carboxamide of a formula 
3 (C [3 ] (CH3) and Y of the inside of a formula and R2 are PhS(s)) as follows, Boc to which the piperidine 
carboxamide corresponds In a room temperature, agitate the protected derivative (3.04g, 7.76mmol), i.e., the 
mark compound of an example 2, for 20 minutes, and, subsequently to the bottom of reduced pressure, 
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concentration hardening by drying is carried out. The piperidine carboxamide of a request of a formula 3 (Y 
is among a formula and R2 is PhS in C (CH3)3) was obtained. 

(b) The piperidine carboxamide of the latter in :EtOAc (50ml) which manufactured the mark compound of 
this example as follows, and the mixture of the 2-N aquosity NaOH (20ml) were agitated for 15 minutes in 
the room temperature. An organic layer is separated and it is H20 of the minimal dose. And brine washed, it 
dried (MgS04) and evaporation to dryness was carried out under reduced pressure. The obtained oily matter 
was dried for about 45 minutes under the high vacuum. This oily matter was mixed with epoxide [ of a 
formula 2 ], 3(S)-(tert-butyloxy carbonylamino)-l, and 2(R)-epoxy-4-phenyl butane (2.45g, 9.36mmol) 
(refer to [ above-mentioned / B.K. pewter ]), and anhydrous [ EtOH ] (40ml). This mixture was heated under 
reflux for 18 hours. After adding the epoxide (600mg) of the amount of additions, this mixture was heated 
under reflux for 4 hours. Concentration hardening by drying of this mixture was carried out under reduced 
pressure. It is 34%] to the isomer (polarity) of [1 .46g and the request which refined the rough product by 
HPLC which uses WATERS(trademark) LC-500 preparative-chromatography equipment [2Si02 
column :hexane-EtO Ac (6:4), Millipore Corporation, and U.S. Massachusetts Milford], and obtained the 
mark compound as a white foamy object. A FAB mass spectrum, m/z:556(M+H)+. 

[0039] According to the procedure of an example 5, the compound of others of a formula 1 (B does not exist 
among a formula but X, Rl, R2, and Y are as the above-mentioned definition) can be manufactured. For 
example Equivalent 3(S)-(tert-butyloxy carbonylamino)-l and 2(R)-epoxy-4-(4-fluoro phenyl) butane 
instead of 3(S)-(tert-butyloxy-carbonylamino)-l and 2(R)-epoxy-4-phenyl butane By using it N-tert - butyl - 
one - {— three — (— S --) - {(benzyloxycarbonyl) — amino --} - two — (— R --) - hydroxy ones - four - (4- 
fluoro phenyl) — butyl — } -4 (R) - (phenylthio) - a piperidine-2(S)-carboxamide [FAB mass spectrum — 
m/z: 608(M+H)+] is obtained. The example of others of such a compound is shown in Table I. the 
equivalent epoxide of a formula 2 which these examples are alike, respectively, sets and is shown in front 
Naka instead of the epoxide of the formula 2 given in an example 5 ~ moreover, the equivalent piperidine 
carboxamide of the formula 3 shown in front Naka instead of the piperidine carboxamide of the formula 3 
given in an example 5 is used. 
[0040] 
[Table 1] 

Table I number A formula 2 Piperidine of a formula 3 Product : [ N-tert-butyl-1- ] epoxide Carboxamide 3 
(S)-{(X)-amino} - {-- 2(R)-hydroxy-4-phenyl - Butyl }-Y-piperidine -2 (S) - The carboxamide X Rl R2 Y 
X//Y 1 Z H But Ph Benzyloxycarbonyl// 4- (R)-phenyl (558) * 2 Z H But Bzl Benzyloxycarbonyl// 4- (R)- 
benzyl (572) 

3 Z H But So2Ph Benzyloxycarbonyl// 4- (R) - (Phenyl Sulfonyl) 
(662) 

4 Z H But SPh Benzyloxycarbonyl// 4- (R) - (Phenylthio) (590) 

5 Z H But OPh Benzyloxycarbonyl// 4- (R)-Phenoxy (574) 

6 Z H But O- (2- Benzyloxycarbonyl// 4- Pyridyl ) (R) - (2-Pilus JINIRU Oxy-) 
(575) 

7 Z H But SHIKUROHE Benzyloxycarbonyl// 4- KISHIRU (R)-Cyclohexyl (564) 

8 Z H But S- (2- Benzyloxycarbonyl// 4- Pilus JINIRU ) (R) - (2-PIRIJI Nil Thio) 
(591) 

9 Z H But S- (4- Benzyloxycarbonyl// 4- Pilus JINIRU ) (R) - (4-PIRIJI Nil Thio) 
(591) 

10 Z H But S- (2- Benzyloxycarbonyl// 4- Pyrimidinyl) (R) - (2-Pyrimidinyl Thio) 
(592) 

1 1 Z H But S - (4 6- Benzyloxycarbonyl//4- Dimethyl-2- (R)-(4, 6-Dimethyl-2- Pyrimidinyl) Pyrimidinyl 
Thio) (620) 

12 Z H But SCH2Ph Benzyloxycarbonyl// 4- (R)-Benzyl Thio (604) 

13 Z H But S-(4- Benzyloxycarbonyl//4- Pilus JINIRU- (R)-{(4-Pilus JINIRU Methyl)- Methyl ) Thio} 
(605) 

14 Z H But S-(3- Benzyloxycarbonyl//4- Pilus JINIRU- (R)-{(3-Pilus JINIRU Methyl)- Methyl ) Thio} 
(605) 

15 Boc H O But - (2- Tert- [ Butyloxy Carbonyl// 4- Pilus JINIRU-] (R)- (2-Pilus JINIRU Methoxy)) 
Methyl (555) 

16 Boc H But S-(2- Tert-Butyloxy Carbonyl//4- Pilus JINIRU- (R)- {(2-Pilus JINIRU Methyl)- Methyl ) 
Thio} (571) 
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17 Boc H But O- (2- Tert-Butyloxy Carbonyl//4- Pyrimidinyl) (R) - (2-Pyrimidinyl Oxy-) 
Methyl (542) 

18 Boc H But 0-(4 6- Tert-Butyloxy Carbonyl//4- Dimethyl-2- (R)-{(4, 6-Dimethyl-2- Pyrimidinyl) 
Pyrimidinyl) Oxy-} (570) 

19 Boc H But 0-(4-Methyl- Tert-Butyloxy Carbonyl//4- 2-Pyrimidinyl) (R)-{(4-Methyl-2- Pyrimidinyl) 
Oxy-} (556) 

20 Boc H But 0-(2 6- Tert-Butyloxy Carbonyl//4- Dimethyl-4- (R)-{(2, 6-Dimethyl -4 - Pyrimidinyl) 
Pyrimidinyl) Oxy-} (570) 

21 Boc H But S -(2 6- Tert-Butyloxy Carbonyl//4- Dimethyl-4- (R)-{(2, 6-Dimethyl-4- Pyrimidinyl) 
Pyrimidinyl)- Thio} (586) 

22 Boc H But S-(4- Tert-Butyloxy Carbonyl//4- Methyl-2- (R)-{(4-Methyl-2- Pyrimidinyl) Pyrimidinyl) 
Thio} (572) 

— * — observation (M+H) + by which the numeric value in the parenthesis after 

the name of each product was acquired from the FAB mass spectrum of the product it is . 
[0041] Two approaches for manufacture of the compound of example 6 formula 1 (the inside of a formula 
and B are divalent radical-NHCHRS C(O)- (the inside R5 of a formula is as the above-mentioned 
definition)) are offered in this example. The 1st instantiation approach and example 6 A are suitable for the 
compound of a formula 1 (the inside of a formula and B are Asn it is except), and the 2nd instantiation 
approach and example 6B are suitable for the compound of a formula 1 (the inside of a formula and B are 
Asn(s)). A: N-tert - butyl - one - {-- three - (-- S «) - {-- {-- N - (tert-butyloxy carbonyl) - the valyl --} - 
amino --} - two — (— R — ) - hydroxy one - four - phenyl — butyl — } - four — (-- R — ) - (phenyl thio) — a 
piperidine - two - (- S -) - the carboxamide (formula 1 ; X= it Boc(s)) B=Val, Rl =H, and R2 =C (CH3)3 
and the formula 1 (among a formula) in manufacture 6NHC1 / dioxane of Y=PhS (10ml) X - Boc it is - B - 
- not existing - Rl =H and R2 =C (CH3)3 And compound (1.14g, 2.04mmol) of Y=PhS, That is, the 
solution of the mark compound of an example 5 was agitated for 20 minutes in the room temperature. The 
solvent was removed under reduced pressure. White solid survival was ground by Et20, it collected on the 
filter paper, and it was made to dry and the corresponding amine by which deprotection was carried out was 
obtained as a hydrochloride (1.06g, 98%). 

[0042] The latter compound (341mg and 0.645mmol) was dissolved into CH2C12 (3.5ml). DIEA 
(225microl, 1.29mmol), protected amino acid Boc-Val-OH (145mg and 0.667mmol), and BOP (342mg and 
0.774mmol) were added in the above-mentioned salting in liquid. This reaction mixture is set to a room 
temperature, and it is 3.5. pH was maintained to 8 by inspecting periodically and adding DIEA if needed, 
carrying out time amount churning. Then, it is EtOAc about this reaction mixture. It dilutes and they are the 
saturated water solution (2X) of NaHC03, and H20. And brine washed continuously. This organic layer 
was dried (MgS04) and it condensed under reduced pressure. Flash chromatography (Si02, an eluate: 
hexane-EtOAc, 1:1) refined the obtained survival, and the mark compound of the section A of this example 
was obtained as a white solid (338mg, 80%). A FAB mass spectrum and m/z:655.3+ (M+H). 
B: N-tert - butyl - one - {-- three - (-- S --) - {-- {-- N - (tert-butyloxy carbonyl) - the asparaginyl --} — 
amino --} - two ~ (— R -) - hydroxy one - four - phenyl - butyl — } - four - (— R — ) - (phenylthio) — a 
piperidine - two — (— S — ) - the carboxamide (formula 1 ; X=Boc) B=Asn, Rl =H, and R2 =C3 (CH3) And 
manufacture of Y=PhS [0043] 1 -hydroxy benzotriazol (1.97g and 14.57mmol) was added to the solution (0 
degree C) with which N and N f -dicyclohexylcarbodiimide (2.4mmol in CH2C12 / ml, 6.7ml, and 
16.08mmol) and THF (45ml) were cooled. This mixture was agitated for 15 minutes. The solution of the 
amine (3.30g, 7.24mmol) by which deprotection was carried out with which the mark compound of the 
example 5 in protected amino acid Boc-Asn-OH (3.38g and 14.57mmol) and DMF (40ml) corresponds was 
added to this mixture. (Cautions: This amine by which deprotection was carried out was obtained by 
changing that hydrochloride into that free base after that by the approach given in the 1st paragraph of 
example 6 A.) To the room temperature, this mixture was warmed slowly and, subsequently was agitated for 
1 8 hours. Then, it is EtOAc about this mixture. And it diluted by H20. An organic layer is separated and 
they are the saturated water solution of NaHC03, and H20. And brine washed, it dried (MgS04) and 
concentration hardening by drying was carried out under reduced pressure. Flash chromatography (Si02, 
eluate:CHC13-MeOH, and 97.5:2.5) refined solid survival, and the mark compound of the section B of this 
example was obtained as a white solid (3.56g, 73%). A FAB mass spectrum and m/z:670(M+H)+. 
[0044] According to the procedure of an example 6, the compound of others of a formula 1 (B is divalent 
radical-NHCHRS C(O)- among a formula (the inside of a formula and R5 are as the above-mentioned 
definition), and Rl, R2, and X and Y are as the above-mentioned definition) can be manufactured. It is 
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related with the section A of this example. For example, instead of the mark compound of an example 5 an 
example "— five — indicating — having had — etc. ~ an amount — N-tert - butyl - one - {-- three — (— S --) - 
{(benzyloxycarbonyl) — amino — } - two — (— R — ) - hydroxy one - four - (4-fluoro phenyl) — butyl — } - 
four — (— R --) - (phenylthio) — a piperidine - two (— S — ) - the carboxamide — By using it N-tert-butyl - 
1- {3 (S)-{{N-(benzyloxy carbonyl) valyl} amino} -2(R)-hydroxy-4-(4-fluoro phenyl) butyl --} ~ a -4(R)- 
(phenylthio) piperidine-2(S)-carboxamide {mass spectrum — m/z: 707(M+H)+} is obtained. The example of 
others of these compounds is shown in Table II. The formula 1 (among a formula) indicated by the example 
6 in each of these examples Instead of the compound not existing, B is the formula 1 (among a formula) 
shown in front Naka of the equivalent, the starting material with which B does not exist — using it — ; (when 
it differs) — again instead of the amino acid from which the publication in the example 6 was protected The 
amino acid from which formula PG-AA-OH (PG is an alpha-amino-acid protective group among a formula, 
and AA is the amino acid residue of formula NHCHR5 C (O) and (the inside of a formula and R5 being as 
the above-mentioned definition)) of the equivalent indicated in Table II was protected is used. 
[0045] 
[Table 2] 

Table II number Inside of Table I of an example 6 Formula PG-AA-OH Product : [ N-tert-butyl- 1- ] Starting 
material of a formula 1 It was protected. {3(S)-{{N-PG- A number Amino acid AA} amino}-2(R)- 

Hydroxy-4-phenyl - Butyl }-Y-piperi dine - The 2(S)-carboxamide PG A A 

PG-AA//Y 1 1 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - () [ phenyl-] Thio 

(689) * 2 1 Z Asn (benzyloxycarbonyl) - Asparaginyl//4(R)- (phenylthio) (704.3) 

3 1 Boc Asn (Tert-Butyloxy KARUBO- Nil) Asparaginyl// 4 (R) - (Phenylthio) 
(670) 

4 2 Z Val (Benzyloxycarbonyl) - Valyl// 4(R)-Phenyl (657) 

5 2 Z He (Benzyloxycarbonyl) - Isoleucyl//4(R)- Phenyl (671) 

6 2 Z Asn (Benzyloxycarbonyl) - Asparaginyl//4(R)- Phenyl (672) 

7 3 Z Val (Benzyloxycarbonyl) - Valyl// 4(R)-Benzyl (671) 

8 4 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (Phenyl- Sulfonyl) (721) 

9 4 Z Asn (Benzyloxycarbonyl) - Asparaginyl//4(R)- (Phenyl Sulfonyl) 
(736) 

10 5 Z Val (Benzyloxycarbonyl) - Valyl// 4(R)-Phenoxy (673) 

1 1 5 Z Asn (Benzyloxycarbonyl) - Asparaginyl//4(R)- Phenoxy (688) 

12 6 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (2- Pilus JINIRU Oxy-) (674) 

13 7 Z Val (Benzyloxycarbonyl) - Valyl//4(R)- Cyclohexyl (663) 

14 8 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (2- PIRIJI Nil Thio) (690) 

15 9 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (4- PIRIJI Nil Thio) (690) 

16 10 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (2- Pyrimidinyl Thio) (691) 

17 1 1 Z Val (Benzyloxycarbonyl) - Valyl//4(R)-{(4, 6- Dimethyl-2-Pyrimidinyl)- Thio} (719) 

18 12 Z Val (Benzyloxycarbonyl) - Valyl//4 (R) - (Benzyl- Thio) (703) 

19 13 Z Val (Benzyloxycarbonyl) - Valyl//4(R)-{(4- Pilus JINIRU Methyl) Thio} 
(704) 

20 14 Z Val (Benzyloxycarbonyl) - Valyl//4(R)-{(3- Pilus JINIRU Methyl) Thio} 
(704) 

21 16 Z Val (Benzyloxycarbonyl) - Valyl//4(R)-{2- Pilus JINIRU Methyl Thio} 
(704) 

* observation (M+H) + by which the numeric value in the parenthesis after the name of each product was 
acquired from the FAB mass spectrum of a product it is . 

[0046] Example 7 N-tert-butyl- 1- {2 (- R --) - hydroxy one - four - phenyl - three - (-- S -) - {-- {-- N - (2- 
KINORI nil carbonyl) — the valyl --} — amino — } - butyl — } - four — (— R --) - (phenylthio) — a piperidine - 
two - (-- S -) - the carboxamide (formula 2;X=2-KINORI nil carbonyl, B=Val, and Rl =H --) R2 =C3 
(CH3) And the solution of the mark compound (167mg and 0.255mmol) of the section A of the example 6 
in manufacture 6NHC1 / dioxane of Y=PhS (2.0ml) was agitated for 20 minutes in the room temperature. 
The solvent was removed under reduced pressure. The survival of a white solid was dried for 20 minutes 
under the high vacuum, and the corresponding amine by which deprotection was carried out was obtained as 
a hydrochloride. This salt was dissolved into CH2C12 (2ml). DIEA (89microl and O.SlOmmol), 2-quinoline 
carboxylic acid (48.6mg and 0.280mmol), and BOP (135mg and 0.306mmol) were added in the solution of 
said salt. This mixture is set to a room temperature, maintaining pH of this reaction mixture to 8 by 
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inspecting periodically and adding DIEA if needed, and it is 3.5. Time amount churning was carried out. 
Then, it is EtOAc about this reaction mixture. It diluted and the saturated water solution (2X) of NaHC03, 
H20, and (2X) brine washed continuously. The organic layer was dried (MgS04) and concentration 
hardening by drying was carried out under reduced pressure. Flash chromatography (Si02, an eluate: 
hexane-EtOAc, 2:3) refined the obtained colorless oily matter, and the mark compound was obtained as a 
white solid (161mg, 89%). A FAB mass spectrum, m/Z:710(M+H)+. Although the procedure of the section 
B of an example 6 is followed when the procedure of an example 7 or starting material is the compound of a 
formula 1 (the inside of a formula and B are Asn(s)) Respectively instead of the compound of the section A 
of an example 6, or the mark compound of an example 5 Formula 1 (the inside of a formula and B being 
divalent radical-NHCHRS C(O)- (among a formula)) R5 it is as the above-mentioned definition — the 
radical list for which X is usually used and of which N-protection was done — Rl — R2 Y uses the suitable 
compound of being as the above-mentioned definition. And again If the suitable carboxylic acid of formula 
X-OH (the inside of a formula and X are as the above-mentioned definition) is used instead of 2-quinoline 
carboxylic acid or amino acid Boc-Asn-OH (in the case of the section B of an example 6) by which 
deprotection was carried out, respectively The following compound of a formula 1 shown in Table III is 
obtained. 
[0047] 
[Table 3] 

Table III number Product : [ N-tert-butyl-l-{3(S)-{N-{PG-AA}- ] Amino }-2(R)-hydroxy-4-phenyl butyl}- 
Y- The piperidine-2(S)-carboxamide PG-AA//Y 

- 1 (2-KINORI nil carbonyl) Asparaginyl//4(R)- Phenoxy (709) * 2 (2-KINORI nil carbonyl) Asparaginyl//4 
(R)- (phenyl sulfonyl) (757) 

3 2-KINORI Nil Carbonyl Asparaginyl//4(R)- (Phenylthio) (725) 

4 2-North America Free Trade Agreement RENIRU Carbonyl Valyl//4(R)- (Phenylthio) (709) 

5 2-North America Free Trade Agreement RENIRU carbonyl asparaginyl//4(R)- (phenylthio) (724) * the 
numeric value in the parenthesis after the name of each product — observation [ of the mass spectrum of a 
product ] (M+H) + it is . 

[0048] Example 8 N-tert-butyl-l-{2 (- R --) - hydroxy one - four - phenyl - three - (-- S --) - {-- {-- N - 
{(2-pilus JINIRU methoxy) - carbonyl --} ~ the isoleucyl --} - amino — } - butyl --} - four — (— R — ) - 
phenyl — a piperidine - two — (— S — ) - the carboxamide (B=Ile formula 1 ;X=2-pilus JINIRU 
methoxycarbonyl --) Rl =H, R2 =C3 (CH3) And Y=PhS Manufacture N-tert-butyl-l-{3 (S) - amino -2 (R) - 
hydroxy-4-phenyl butyl}-4 (R) - phenyl piperidine -2 (S) - carboxamide — {N-tert-butyl-l-{3(S)- 
(benzyloxycarbonylamino)-2(R)-hydroxy-4-phenyl butyl} -4(R)-phenyl piperidine-2(S)-carboxamide 
(compound 1 reference of Table I) 0.605mg — } manufactured by the hydrogenolysis (5%Pd/C, MeOHl 
atmospheric pressure, 2 hours) of (0.108mmol) was dissolved into DMF (1.6ml). Lithium salt [ of N-{(2- 
pilus JINIRU methoxy) carbonyl} isoleucine ] (32mg and 0.228mmol), 1 -hydroxy benzotriazol (32mg and 
0.237mmol), and N-ethyl-N'-{3-(dimethylamino) propyl} carbodiimide (45.4mg and 0.237mmol) was added 
in this solution. This mixture was agitated in the room temperature for 1 8 hours. Then, this reaction mixture 
was diluted by Et20, the saturated water solution (2X) and brine of H20 and NaHC03 washed, and 
evaporation to dryness was dried and (MgS04) carried out. Flash chromatography (Si02, eluate:CHC13, 
MeOH, 97.5:2.5, and after that 95:5) refined the oily matter of the obtained yellow, and the mark compound 
was obtained as a white solid (58.7mg). A FAB mass spectrum and m/z:672(M+H)+. 

[0049] Example 9 N-tert-butyl-l-{2 (-- R --) - hydroxy one - three - (-- S --) - {-- N - {-- {-- N - methyl - N 

- (2-pilus JINIRU methyl) - amino --} — carbonyl — } - the valyl --} - four - phenyl - butyl --} - four ~ (— R 
— ) - (phenylthio) — a piperidine - two — (— S — ) - the carboxamide (formula 1 ;X=R3 NR4 C (O) (among a 
formula)) R3 = (2-pilus JINIRU methyl) and R4 =CH3, and B=Val, Rl =H and R2 =C3 (CH3) And the 
solution of the 1 .9 M phosgene of the manufacture toluene (9.41ml and 17.89mmol) of Y=PhS was added to 
the suspension of H-Val-OCH3 and HC1 (1.0 g, 5.96mmol). Reflux heating of this reaction mixture is 
carried out under dry ice condensing plant for 2 hours, and it cools to a room temperature, and is nitrogen 

1 .5 It sprinkled violently time and, subsequently concentration hardening by drying was carried out. Toluene 
(5ml) was added to survival, concentration hardening by drying of the obtained solution was carried out, and 
(S)-2-isocyanate-3-methyl butanoic acid methyl ester was obtained. Under the high vacuum, it dried for 5 
minutes and, subsequently this product was used in the following process. 1 NMR(CDC13) delta3.95- 3.94 
(d, J= 3.82Hz, 1H), 3.81 (s, 3H), 2.35-2.22 (m, 1H), 1.04-1.02 (d, J= 6.8Hz, 3H), and 0.91-0.89 (d, J= 
6.74Hz, 3H). 

[0050] The top Norio product (471mg, 3.00mmol) was dissolved into toluene (5ml). Written} was added in 
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this solution N-methyl-N-(2-pilus JINIRU methyl) amine {336mg, 3.00mmol(s), A. Fischer, "Can.J.Chem.", 
and 56 and 3059 (1978). It is the obtained mixture N2 In 90 degrees C, it agitated in the bottom for 16 
hours. The solvent was evaporated, flash chromatography (Si02, eluate:EtOAc-MeOH, 24:1) refined 
survival, and N-{{N-methyl-N-(2-pilus JINIRU methyl)-amino} Carbonyl} valine} methyl ester (616mg, 
73%) was obtained as orange oily matter. 1 NMR(CDCB) Delta8.58-8.55 (D, 1H) and 7.72-7.65 (T --) 1H, 
7.29-7.19 (m, 2H), 6.20-6.05 (double width s, 1H), and 4.55 (s, 2H) and 4.45 -4.40 (m, 1H), 3.71 (s, 3H) and 
3.04 (s, 3H), 2.21-2.12 (m, 1H), and 1.0-0.92 (dd, 6H). About the solution of INLiOH (1.72ml;1.72mmol), 
they are dioxane (4ml) and H20. In the room temperature, it was added to the solution intense [ inner 
(lml) / said / naming ] (400mg, 1 .43mmol) and agitated over 3 hours through the syringe pump. This 
reaction mixture was agitated in the room temperature for 1 8 hours, and, subsequently carried out 
evaporation to dryness. Survival is pulverized and it is P2 OS. It dried under the high vacuum in the top, and 
the lithium salt of N- { {N-methyl-N-(2-pilus JINIRU methyl) amino} Carbonyl} valine was obtained 
(390mg, 100%). said lithium salt — N-tert-butyl -1 — according to coupling actuation of an example 8, 
coupling was carried out to the - {3(S)-amino-2(R)-hydroxy-4-phenyl butyl} -4(R)-(phenylthio) piperidine-2 
(S)-carboxamide (manufactured by the hydrogenolysis of the compound 1 of Table II), and the mark 
compound of this example was obtained. A FAB mass spectrum and m/z:703(M+H)+. 
[0051] Example 10 N-tert-butyl- 1- {3 (-- S --) - {-- {(2, 6-dimethyl phenoxy) - acetyl --} - amino --} - two 
(„ r -) - hydroxy one - four - phenyl - butyl --} - four - (-- R --) - {(3-pilus JINIRU methyl) - thio --} - 
- a piperidine - two — (— S — ) - the carboxamide (formula 1;X= (2, 6-dimethyl phenoxy) acetyl — ) B is Rl 
=H and R2 =C3 not existing (CH3). It reaches and Y is Boc by the manufacture usual approach of thio (3- 
pilus JINIRU methyl). By removing a protective group N-Boc to which the product indicated as a 
compound 14 of Table I of an example 5 corresponds A derivative It converted to the corresponding 
primary amine, i.e., the N-tert-butyl- 1 -(3 (S) - amino-2(R)-hydroxy-4-phenyl butyl)-4(R)- {(3-pilus JINIRU 
methyl) thio} piperidine-2-carboxamide. Primary amine was isolated as a gestalt of the tris hydrochloride. A 
compound (154mg, 0.27mmol), a latter acetic acid (2, 6-dimethyl phenoxy) (55.1mg, 0.31mmol), and latter 
BOP (147mg, O.33mmol) were mixed in anhydrous [ DMF ] (4ml). DIEA (185microl, 1.06mmol) was 
added to this mixture. This mixture was agitated for 10 minutes in the room temperature. Furthermore the 
DIEA (95microl, 0 55mmol) part was added, and the obtained mixture was agitated in the same temperature 
for 18 hours. This reaction mixture is diluted by EtOAc (25ml), and they are the saturated water solution of 
NaHC03, and H20. And brine washed continuously, and concentration hardening by drying was dried and 
(MgS04) carried out. ;(107mg, 64%) FAB mass spectrum and m/z:633(M+H)+ which refined survival with 
flash chromatography (inclination of eluate:0.1 %EtOH/EtOAc to Si02 and 5%EtOH/EtOAc), and obtained 
the mark compound as a solid of light yellow. 

[0052] example 1 1 recombination HIV protease assay: - enzyme: - {structure pBRTlprt+, W.G. Farr Mary 
et al., "Science", 236, and 305 (1987) reference}: which expressed the HIV protease in E.coli according to 
the following procedure — all solutions are aquosity solutions unless it refuses especially, 
(i) fermentation pBRTlprt+ Luria-BERUTA which uses the E.coli cell containing a plasmid and contains 
the ampicillin of lOOmicrog / ml — nib — it ****(ed) to the inoculation culture medium which consists of a 
loss. It incubated in 37 degrees C, moving a flask violently for 17 hours. In the generation flask to which the 
ampicillin of lOOmicrog / ml was supplied including sterilization M9 broth, it ****(ed) by 1% (v/v) of 
concentration using the above-mentioned inoculation culture. The full capacity in each generation flask was 
500ml among the Erlenmeyer flask of 2L. Optical density 0.6 (lambda= 540nm) In 37 degrees C, it 
incubated, moving a flask violently until it became corresponding cell concentration (with no dilution). The 
range of this time amount is usually 3-4 hours. Subsequently, 5mM isopropyl thiogalactoside (IPTG, 
research auger NIKUSU, U.S. Ohio Cleveland) is supplied to a flask, and it sets to the dilution it is 16 times 
whose cell concentration of this, and is optical density 0.2. Incubation was continued until it became, 
subsequently, a flask - ImM phenylmethyl sulfonyl fluoride (PMSF) — supplying - base - it refrigerated at 
4 degrees C quickly. The centrifugal separation in 4 degrees C recovered this bacterial cell. The obtained 
humid pellet was saved in -70 degrees C. 

[0053] (ii) The extract of the enzyme of an assay grade and especially all the processes of the manufacture 
following were performed in 4 degrees C, unless it refused, the frozen cell — the buffer solution A — {— 
50mM tris (hydroxymethyl) aminoethane HCl;(tris - HC1 and pH7.4)0.6mM ethylenediaminetetraacetic acid 
(EDTA); - to 0.375 MNaCl, 0.2 %NonidetP-40;(BDH (trademark) KEMIKARUZU Limited, British pool) 
ImMPMSF}, and the cell weight 1 section, the buffer-solution A9 section came out comparatively, and it 
added. ** sow soil (cerite 545 (trademark), a JON man building, a ROM pock, U.S. California) was added at 
a rate of the two sections to the humid cell weight 1 section. The obtained slurry was homogenized at high 
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speed (about 20,000 rpm) on the wearing (trademark) industrial use blender by the pulse for 8x 1 5 seconds. 
It is the pellet which collected the fragment/cerite of a cell (trademark) according to centrifugal separation, 
and was obtained to the humid solid 1 section Buffer- solution A4.5 It extracted by the above-mentioned 
homogenization approach using the section. The supernatant liquid obtained from both the homogenization 
process was doubled, fusibility protein was settled by adding solid (NH4) 2S04, and 75% saturation of the 
last concentration was obtained. This mixture was violently moved for 60 minutes, and centrifugal 
separation recovered precipitate, the obtained pellet — buffer-solution B {50mM tris-HCl and 
pH8;30mMNaCl; ImMDL-dithiothreitol (DTT); - 1 mMEDTA; 1 mMPMSF; 1 0% glycerol} - it suspended 
in inside and dialyzed to the same buffer solution for 18 hours. 

[0054] It was filled up with the aliquot of the dialyzed extract containing 150mg of protein on the sephadex 
A25 (trademark) anion exchange column (Pharmacia, salary the Sweden country rise) which has the floor 
dimension of 70cm length, and the path of 2.5 cm. a sample — a line — in the 10cm [/hour ] rate of flow, it 
eluted in isocratic one with the buffer solution B. The fraction (see the publication about the following 
assay) including HIV protease activity was doubled, the protein of fusibility was precipitated by adding 
saturated water nature (NH4) 2S04, and 85% saturation of** (NH4) 2S04 concentration was obtained. 
They are buffer-solution C{50mM2-(4-morpholino) ethane sulfonic acid (MES) and pH5.5 about the pellet 
which removed precipitating protein according to centrifugal separation, and was 

obtained. ;150mMNaCl;lmMDTT;l mMEDTA; 10% glycerol} It dissolved in inside. This precipitate was 
dialyzed to the buffer solution C for 18 hours, and, subsequently it froze in -70 degrees C. By the same 
approach as the approach of the above-mentioned publication of all crude extracts, it was made the aliquot 
containing 150mg of protein, and the chromatography refined. The last manufactures obtained from each 
batch are collected, and it is 34microL. It divided into the aliquot and saved in -70 degrees C. The divided 
substrate / part / mg had the specific activity of the HIV protease of 18.2mmol(s), and the last protein 
collected from the fermentation of 20L was 300mg typically. 

[0055] Before use, the aliquot was diluted to 1/38 of the first concentration with the buffer solution (refer to 
following) (namely, enzyme operation solution). 

Substrate: VSFNFPQITL-NH2 and MW1 164 (clough SURIHHI et al., "Proc.Natl.Acad.Sci.USA" 86,807 
(1989) reference) were used as a substrate. This substrate was set to stock lOmM in DMSO, and was saved 
at 4 degrees C. Before use, this stock was diluted with the buffer solution and 400micro of solutions M was 
obtained (namely, substrate operation solution). 

Buffer solution: It is the solution which dissolved MES (lOOmM), KC1 (300mM), and EDTA (5mM) into 
distillation H20 (90ml), and was obtained by the dark aquosity NaOH 5.5 It adjusted. It is H20 about the 
latter solution. It diluted, and was referred to as 100ml, and the buffer solution was obtained. 
[0056] Procedure: (1) assay mixture is substrate operation solution 20microl and solution lOmicrol of the 
trial compound in 10%DMSO. And enzyme operation solution lOmicrol It manufactured by mixing. (2) 
This assay mixture was incubated for 30 minutes in 37 degrees C. (3) About reagin, it is 2% aquosity 
trifluoroacetic acid 200microl. It quenched by adding. (4) Assay mixture lOOmicrol which it quenched 
****** given to HPLC which uses Perkin-Elmer 3x3CRC8 column (no [ PerkinElmer, Incorporated and 
U.S. Connecticut ] work piece) by the gradual inclination in a part for 4ml/of the rates of flow separated the 
substrate and the product (namely, VSFNF and PQITL-NH2). The following passes, it comes out and this 
inclination is certain :0.0-0.5. 70%A/part and 30%B; 
0.5-3.0 67%A/Part and 33%B; 
3.0-5.0 20%A/Part and 80%B; 
5.0-6.5 70%A/Part and 30%B; 

(Above A is H20 It is inner 3mM sodium dodecyl sulfate / 0.05%H3PO4, and B is 0.05%H3PO4 among an 
acetonitrile) . Elution was supervised in 210nm. (5) The contrast which is assay mixture without a trial 
compound was given to processes 2-4 at coincidence. 

[0057] Consideration of inhibition: The quantum of a division product and the parent substrate of survival 
was carried out according to the integral of the height of a peak, or a suitable HPLC peak. The enzyme 
inhibition of the inversion (%) =(peak height [ of the sum total / substrate of the peak height of a product or 
a peak area, and a product ] or sum total of peak area) xlOO trial compound which computed substrate 
inversion using the following relational expression was computed as follows. 

The concentration 50 of the trial compound which brings about 50% inhibition of an inhibition (%) =100- 
(inversion of inversion (%) / contrast of assay mixture (%)) xlOOHIV-protease, i.e., IC, measured the 
inhibition percentage of :enzyme measured as follows about the min of three different concentration of a 
trial compound. Then, it determined on the graph by plotting the inhibition percentage of an enzyme [ as 
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opposed to the concentration of a trial compound for IC50 ]. IC50 of some instantiation compounds of a 
formula 1 measured in recombination HIV protease HPLC assay is hung up over Table IV after the 
following example. 

[0058] Adaptation [ the following procedure used in order to screen the anti- virus effectiveness of the 
compound of example 12 formula 1 / assay / using the cell which was already reported by above-mentioned 
Harada and others and by which the HTLV-I transformation was carried out / plaque ]. Since the rate which 
HIV reproduces in a cell with it was quick, the cell by which the HTLV-I transformation was carried out 
was used. 1. Dissolve a trial compound into dimethyl sulfoxide and carry out concentration in 5mg/ml. The 
obtained solution can be stored at 4 degrees C to use. 

2. Dilute the obtained solution in RPMI1640 (Gibco Laboratories, U.S. Massachusetts Lawrence), and make 
it into 4 times of the last concentration examined. If it dilutes in RPMI1640, this solution will be used within 
4 hours in cell culture assay. 

3. This 4X solution (50microl) was added to 3 section well of the flat bottom fine titration plate of 96 wells. 
RPMID (SOmicrol) is added also to a contrast well. 

4. RPMI1640(pH=7.2) SOmicroL by which the HEPES buffer was carried out inner C - the fetal calf serum 
(FCS) and 12.5microl/ml gentamycin (perfect medium) by which the heat inactive compound was carried 
out 10% are added to all wells 8166 cells (5x104). 

5. Perfect-medium lOOmicrol The H9-/HTLV-IIIB stock (saved in liquid nitrogen as cell culture supernatant 
liquid in 50%FCS) of inner 50 time TCID50 is added to all wells. The infection titration value of a virus 
stock is the same as what was beforehand determined by the dilution terminal point on C8166 cell. The 
titration value of a stock is stable for 6 to 12 hours, when saved in -193 degrees C. 

6. Subsequently, they are 37 degrees C and 5%C02 about a fine titration plate. It puts on level shelving of 
the incubator made humid for 72 hours. 

[0059] 7. Subsequently, remove a plate and measure the core of the syncytium in each well with a low 
power phase optical microscope. Each cluster of the cell which shows the proof of formation of some 
syncytiums is measured as one core of syncytium. A contrast well has the core of the syncytium of 25-75 for 
every well. 

8. Compute the inhibition percentage of syncytial formation by the following formula. 

Inhibition (%) =100x {(syncytium core in the syncytium core-# trial well in # contrast well) /(syncytium 

core in # contrast well)} 

the concentration 50 of the trial compound which brings about 50% inhibition of syncytial formation, i.e., 
EC, plots on a graph the inhibition percentage by which the serial dilution technique of the operation 
solution of a process 3 was used, and the syncytial formation to the trial compound of various concentration 
was observed — un — a line — it is determined using regression analysis. It was obtained from the 
recombination HIV protease HPLC assay of an example 10, and (namely, IC50 (nM)) the result of the assay 
of the instantiation compound of the formula (namely, EC50 (nM)) 1 obtained from the plaque assay of an 
example 1 1 is shown in the following table IV. Note that EC50 is not measured about some of compounds 
shown all over Table IV (ND). 
[0060] 
[Table 4] 

Table IV Number Compound IC50 EC50 (nM) (nM) 

1 N-tert-butyl- 1 - {3(S)-(benzyl- 9.5 ND oxy carbonyl amino)-2(R)- hydroxy- 

4-(4-fluoro phenyl)- butyl }-4(R)-(phenylthio)- Piperidine-2(S)-carboxamide (it indicates in the example 5) 

2 N-tert-Butyl-l-{3(S)-(Benzyl- 400 ND Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Phenyl Piperidine -2 (S) - Carboxamide (Compound 1 of Table I) 

3 N-tert-Butyl-l-{3(S)-(Benzyl- 460 ND Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Benzyl Piperidine -2 (S) - Carboxamide (Compound 2 of Table I) 

4 N-Tert-Butyl-l-{3(S)-(Benzyl- 30 1400 Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Phenyl Sulfonyl - Piperidine-2(S)-Carboxamide (Compound 3 of Table I) 

[0061] 

5 N-tert-Butyl-l-{3(S)-(Benzyl- 10 800 Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Phenylthio - Piperidine-2(S)-Carboxamide (Compound 4 of Table I) 

6 N-tert-Butyl-l-{3(S)-(Benzyl- 53 ND Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Phenoxy Piperidine -2 (S) - Carboxamide (Compound 5 of Table I) 

7 N-tert-Butyl-l-{3(S)-(Benzyl- 2100 ND Oxy Carbonyl Amino)-2(R)- Hydroxy-4-Phenyl Butyl} - 4(R)- 
Cyclohexyl Piperidine -2 (S) - Carboxamide (Compound 7 of Table I) 
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8 N-tert - Butyl - One - {-- Three - (- S -) - {- {-- N - - 3.9 13 Benzyloxycarbonyl - Valyl --} 

Amino --} - - Two - (-- R --) - Hydroxy One - Four - Phenyl - Butyl --} - 4(R)-(Phenylthio) Piperidine - 2 
(S)-Carboxamide (Compound 1 of Table II) 

9 N-tert - Butyl - One - {-- Three -- (-- S --) - {-- {- N - - Four 43 - (Benzyloxycarbonyl) - - 

Asparaginyl --} ~ Amino — } - Two — (~ R --) — Hydroxy One - Four - Phenyl — Butyl --} - 4(R)- 
(Phenylthio) Piperidine - 2(S)-Carboxamide (Compound 2 of Table II) 

[0062] 

10 N-tert - Butyl - One - {-- Three (-- S -) - {-- {-- N - - 3.1 90 - (Benzyloxycarbonyl) - - Valyl --} 

- Amino — } - Two — (— R --) — Hydroxy One - Four - Phenyl — Butyl — } - 4(R)-Phenyl Piperidine -2 (S) 

- Carboxamide (Compound 4 of Table II) 

1 1 N-tert - Butyl - One - {-- Three (-- S -) - {-- {-- N - - 3.7 700 - (Benzyloxycarbonyl) - - 

Isoleucyl — } — Amino --} - Two — (-- R — ) - — Hydroxy One - Four - Phenyl — Butyl — } - 4(R)-Phenyl 
Piperidine -2 (S) - Carboxamide (Compound 5 of Table II) 

12 N-tert-Butyl-l-{3(S)-{N- 6.3 150 (Benzyloxycarbonyl)- Asparaginyl} Amino} -2(R)- Hydroxy-4-Phenyl 
Butyl} - 4(R)-Phenyl Piperidine -2 (S) - Carboxamide (Compound 6 of Table II) 

13 N-tert-Butyl-l-{3(S)-{N- 4.1 40 (Benzyloxycarbonyl)- Valyl} Amino} -2(R)- Hydroxy-4-Phenyl Butyl} 

- 4(R)-Phenyl Piperidine -2 (S) - Carboxamide (Compound 7 of Table II) 

14 N-tert-Butyl-l-{3(S)-{N- 2.3 40 (Benzyloxycarbonyl)- Valyl} Amino} -2(R)- Hydroxy-4-Phenyl Butyl} 

- 4(R)-(Phenyl Sulfonyl)- Piperidine-2(S)-Carboxamide (Compound 8 of Table II) 
[0063] 

15 N-Tert-Butyl-1-{3(S)-{N- 2.9 1270 (Benzyloxycarbonyl)- Asparaginyl} Amino} -2(R)- Hydroxys- 
Phenyl Butyl} - 4(R)-(Phenyl Sulfonyl)- Piperidine-2(S)-Carboxamide (Compound 9 of Table II) 

16 N-Tert-Butyl-1-{3(S)-{N- 2.7 150 (Benzyloxycarbonyl)- Valyl} Amino} -2(R)- Hydroxy-4-Phenyl 
Butyl} - 4(R)-Phenoxy Piperidine - 2(S)-Carboxamide (Compound 10 of Table II) 

17 N-tert-Butyl-l-{3(S)-{N- 2.5 42 (Benzyloxycarbonyl)- Asparaginyl} Amino} -2(R)- Hydroxy-4-Phenyl 
Butyl} - 4(R)-Phenoxy Piperidine - 2(S)-Carboxamide (Compound 1 1 of Table II) 

[0064] 

18 N-tert-Butyl-l-{3(S)-{N- 1.8 56 (Benzyloxycarbonyl)- Valyl} Amino} -2(R)- Hydroxy-4-Phenyl Butyl} 

- 4(R)-(2-Pilus JINIRU Oxy-)- Piperidine-2(S)-Carboxamide (Compound 12 of Table II) 

19 N-Tert-Butyl-1-{3(S)-{N- 8 200 (Benzyloxycarbonyl)- Valyl} Amino} -2(R)- Hydroxy-4-Phenyl Butyl} 

- 4(R)-Cyclohexyl Piperidine - 2(S)-Carboxamide (Compound 13 of Table II) 

20 N-tert-Butyl-l-{2 Phenyl [ (R)- 3.112 Hydroxy-4-] -3 (S) - [ ] - {(N- (2-KINORI Nil Carbonyl)) 
Valyl} amino} butyl}-4(R)- (phenylthio) Piperidine -2 (S) - Carboxamide (mark compound of an example 
7) 

21 N-tert-Butyl-l-{2(R)- 5.4 15 Hydroxy-4-Phenyl-3(S)- { {N-(2-KINORI Nil Carbonyl)- Asparaginyl} 
Amino} Butyl} - 4(R)-Phenoxy Piperidine -2 (S) - Carboxamide (Compound 1 of Table III) 

22 N-tert-Butyl-l-{2(R)- 4.7 450 Hydroxy-4-Phenyl-3(S)- { {N-(2-KINORI Nil Carbonyl)- Asparaginyl} 
Amino} Butyl} - 4(R)-(Phenyl Sulfonyl) Piperidine - 2(S)-Carboxamide (Compound 2 of Table III) 
[0065] 

23 N-Tert-Butyl-1-{2(R)- 1.8 10 Hydroxy-4-Phenyl-3(S)- { {N-(2-KINORI Nil Carbonyl)- Asparaginyl} 
Amino} Butyl} - 4(R)-(Phenylthio) Piperidine - 2(S)-Carboxamide (Compound 3 of Table III) 

24 N-tert-Butyl-l-{2(R)- 2.3 [ 16 Hydroxy-4-Phenyl-3(S)-] {{N-(2-North America Free Trade Agreement 
RENIRU Carbonyl)- Valyl} Amino} Butyl} -4(R)- (Phenylthio) Piperidine -2 (S) - Carboxamide 
(Compound 4 of Table III) 

25 N-tert - Butyl - One - {-- Two - (- R --) - - 1 .9 33 Hydroxy One - Three - (~ S -) - {-- {-- N - 

(2- North America Free Trade Agreement RENIRU Carbonyl) - — Asparaginyl — } — Amino — } - Four - — 
Phenyl - Butyl -} -4 (R) - (Phenylthio) Piperidine -2 (S) - Carboxamide (Compound 5 of Table III) 

26 N-tert - Butyl - One - {-- Three - (-- S --) - - 3.5 24 {-- {-- N - (Benzyloxycarbonyl) - - Valyl - 

-} - Amino --} - Two - (-- R --) - - Hydroxy One - Four - (4-Fluoro Phenyl) - - Butyl --} - Four ~ (-- R --) 

- (Phenylthio) - Piperidine-2(S)-Carboxamide (it Indicates in the Example 6) 
[0066] 

27 N-tert - Butyl - One - {-- Two - (-- R --) - - 4.9 500 Hydroxy Ones - Four - Phenyl - Three - (- 

- S -) - - {- {- N - {(2-Pilus JINIRU-Methoxy) - - Carbonyl --} - Isoleucyl --} - Amino -} - - Butyl - 
} - Four — (— R — ) - Phenyl — Piperidine - -2(S)-Carboxamide (Mark Compound of Example 8) 

28 N-tert-Butyl-l-{3(S)- 16 500 (Benzyloxycarbonylamino)- 2(R)-Hydroxy-4-Phenyl- Butyl }-4(R)-(2- 
PIRIJI Nil Thio)- Piperidine-2(S)-Carboxamide (Compound 8 of Table I) 
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29 N-tert-Butyl-l-{3(S)- 8 140 (Benzyloxycarbonylamino)- 2(R)-Hydroxy-4-Phenyl- Butyl }-4(R)-(4-PIRIJI 
Nil Thio)- Piperidine-2(S)-Carboxamide (Compound 9 of Table I) 

30 N-tert-Butyl -1 - {3(S)- 19 822 (Benzyloxycarbonylamino)- 2(R)-Hydroxy-4-Phenyl- Butyl }-4(R)-(2- 
Pyrimidinyl- Thio) Piperidine-2(S)-Carboxamide (Compound 10 of Table I) 

[0067] 

31 N-tert - Butyl- 1-{3(S)- 12 290 (Benzyloxycarbonylamino)- 2(R)-Hydroxy-4-Phenyl- Butyl }-4(R)-(4, 6- 
Dimethyl- 2-Pyrimidinyl Thio) Piperidine - 2(S)-Carboxamide (Compound 1 1 of Table I) 

32 N-tert-Butyl-l-{3(S)- 10 ND (Benzyloxycarbonylamino)- 2(R)-Hydroxy-4-Phenyl- Butyl }-4(R)-(Benzyl 
Thio)- Piperidine-2(S)-Carboxamide (Compound 12 of Table I) 

33 N-tert - Butyl - One - {-- Three -- (-- S --) - -- 3.2 11 {-- {-- N - (Benzyloxycarbonyl) - - Valyl - 

-} - Amino --} - Two ~ (-- R --) - Hydroxy One - ~ Four - Phenyl - Butyl --} -4 (R) - (2-PIRIJI Nil Thio) 
Piperidine - 2(S)-Carboxamide (Compound 14 of Table II) 

34 N-tert - Butyl - One - {-- Three - (-- S --) - ~ 2.5 11 {-- {-- N - (Benzyloxycarbonyl) - - Valyl - 

-} - Amino --} - Two - (-- R --) - Hydroxy One - - Four - Phenyl ~ Butyl --} -4 (R) - (4-PIRIJI Nil Thio) 
Piperidine - 2(S)-Carboxamide (Compound 15 of Table II) 

[0068] 

35 N-tert - Butyl - One - {-- Three - (-- S --) - -- 3.7 15 {-- {-- N - (Benzyloxycarbonyl) - - Valyl - 

-} - Amino --} - Two - (-- R --) - Hydroxy One - ~ Four - Phenyl - Butyl --} -4 (R) - (2-Pyrimidinyl Thio) 
Piperidine - 2(S)-Carboxamide (Compound 16 of Table II) 

36 N-tert - Butyl - One - {-- Three - (-- S --) - - 3.0 Nine {-- {-- N - (Benzyloxycarbonyl) - -- 

Valyl --} - Amino --} - Two -- (-- R --) - Hydroxy One - - Four - Phenyl - Butyl --} -4 (R) - (4, 6- 
Dimethyl-2-Pyrimidinyl Thio) - Piperidine-2(S)-Carboxamide (Compound 17 of Table II) 

37 N-tert - Butyl - One - {-- Three - (-- S --) - - 2.3 Seven {-- {-- N - (Benzyloxycarbonyl) - - 

Valyl --} - Amino --} - Two -- (-- R --) - Hydroxy One - - Four - Phenyl ~ Butyl --} -4 (R) - (Benzyl Thio) 

- Piperidine -2 (S) - Carboxamide (Compound 18 of Table II) 

38 N-tert - Butyl - One - {-- Two - (-- S --) - -- 4.3 - - 14 - ~ Hydroxy One - Three - (-- S --) - {-- N - {-- 
{.. n - ~ Methyl - N - (2-Pilus JINIRU Methyl) - - Amino --} - Carbonyl --} - Valyl --} - Four - - Phenyl 
~ Butyl --} - Four - (-- R — ) - Phenylthio) - Piperidine-2(S)-Carboxamide (Mark Compound of Example 9) 

The compound of others of the formula 1 manufactured by the approach of a publication in a 

book specification is shown in Tables V, VI, and VII with EC50 (nM) as a result of being 

obtained from IC50 (nM) as a result of being obtained from the data of the property-ized mass spectrum, 
and the recombination HIV protease HPLC assay of an example 1 1, and the plaque assay of an example 12. 
[0069] 

[Table 5] 

Table V number Formula N-tert-butyl-l-{2(R)- FAB/MS IC50 EC50 Hydroxy-4-phenyl -3 (S) - (m/z) (nM), 
(nM) { {N-(2-KTNORI nil carbonyl)- (M+H) + Valyl} amino} butyl }-Y-piperidine - 2-carboxamide (Y is 

shown below among a formula) a passage — it is — compound of the formula 1 which it has 

1 4 (R) -(2-pyrimidinyl thio) 712 3.6 7 2 4(R)-{(4-pilus JINIRU methyl)- 725 2.8 4 thio} 34 

(R) -(2-pilus JINIRU methoxy) 709 3.9 244 4(R)-{(4 6 - dimethyl-2- 740 2.7 8 pyrimidinyl) thio} 

5 4(R). (4-PIRIJI Nil Thio) 711 1 .5 3 6 4(R)- (2-PIRIJI nil thio) 711 1 .9 4 7 4(R)-phenoxy 694 3.4 14 8 4 

(R)-{(3-pilus JINIRU methyl)- 725 2.2 3 thio} 

9 4(R)-{(2-Pilus JINIRU Methyl)- 725 4.2 5 Thio} 

10 4(R)- (2-Pyrimidinyl Oxy-) 696 4(R)- {3.2 (4) 25 1 1 [ 6-dimethyl-2-] 724 4.0 20 pyrimidinyl oxy-} 4(R)- 
{12 () [ 4-methyl-2-] 710 4.5 44 Pyrimidinyl oxy-} 13 4(R)-{(2 6 - dimethyl-4- 724 3.6 17 pyrimidinyl) 
oxy-} 

14 4(R)- (Phenyl Sulfonyl) 756 2.9 23 15 4(R)-{(4-Fluoro Phenyl)- 712 2.6 22 Oxy-} 

16 4(R)- (4-Pilus JINIRU Methoxy) 709 4.2 22 17 4(R)-{(2-Pilus JINIRU Methyl)- 757 2.4 33 Sulfonyl} 

18 4(R)-{(3-Pilus JINIRU Methyl)- 757 1.8 67 Sulfonyl} 

19 4(R)-{(4-Pilus JINIRU Methyl)- 757 4.6 73 Sulfonyl} 

20 4(R)- (2-Pilus JINIRU Sulfonyl) 743 1.7 13 21 4(R)- (4-Pilus JINIRU Sulfonyl) 743 1.7 25 22 4(R)-{(2 6 

- Dimethyl-4- 740 2.4 1 1 Pyrimidinyl) Thio} 

23 4(R)-{(4 - Methyl-2- 726 2.8 16 Pyrimidinyl) Thio 24 - 4(R)-(3-Pilus JINIRU Methoxy) 709 3.7 53 

[0070] 

[Table 6] 

front VI number formula N-tert-butyl -1 -{2(R)- FAB/MS IC50 EC50 -- hydroxy-4-phenyl-3(S)- (m/z) (nM) 
(nM) 
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{ {N-(2-KINORI nil carbonyl)- (M+H) + B} amino} butyl} -Y-piperidine - 2-carboxamide (B and Y among 

a formula) the following — being shown -- the compound of the formula 1 which it has 

B Y 1 -tert-butyl - 4(R)- (phenyl- 724 3.0 12 glycyl thio) 

2 Asparaginyl 4(R)-{(4 6- 755 2.2 42 Dimethyl-2-PIRIMI- JTNIRU)} Thio 3 Asparaginyl 4 (R) - (2-PIRIMI 
727 2.1 60 -JINIRUCHIO) 

4 - (N4-MECHI- 4(R)-Phenoxy 723 3.7 13 RU) ASUPARAGI - Nil 5 -Tert-Butyl - 4(R)-{(3-Pilus- 740 2.2 
8 Glycyl JINIRU Methyl) Thio} 

6 Threo Nil 4 (R) - (Phenyl- 744 2.6 61 Sulfonyl) 

7 -Tert-Butyl - 4 (R) - (4-PIRIJI- 757 2.1 29 Glycyl Nil Sulfonyl) 

8 -Tert-Butyl - 4 (R) - (2-PIRIJI- 757 2.9 44 Glycyl Nil Sulfonyl) 
[0071] 

[Table 7] 

table VII number formula N-tert-butyl -l-{3{[ (S)- FAB/MS IC50 EC50 ] {X} amino }-2(R)-hydroxy- 
(m /z) (nM) (nM) 

4-phenyl butyl} -Y-piperidine - (M+H) + - 2(S)-carboxamide (it reaches X among a formula) Y — the 

following — being shown — the compound of the formula 1 which it has X 

Y 1 * (2, 6-G 4(R)-{(3- 633 2.7 35 methyl FENO- pilus JINIRU methyl)- 

KISHI-acetyl thio}) 

2 2, 4, 6- 4 (R) - (4- 633 3.7 47 Trimethyl FENO- PIRIJI Nil Thio) 
KISHI acetyl 3 Phenoxy - 4 (R) - (4- 591 34 ND acetyl PIRIJI nil thio) 
4 2, 6-G 4 (R) - (4- 619 3.1 20 Methyl FENO- PIRIJI Nil Thio) 
KISHI-acetyl 5 (2-methyl- 4(R)-(4- 605 6.2 140 phenoxy)- PIRIJI nil thio) 
Acetyl 6 (2, 4-G 4(R)-(4- 629 5.4 340 chlorophenyl)- PIRIJI nil thio) 
Carbonyl 7 (2, 5-G 4(R)-(4- 629 9.8 360 chlorophenyl)- PIRIJI nil thio) 
Carbonyl (2, 6-G 4(R)- (4- 597 14 340 fluoro- PIRIJI nil thio)) 8 
Phenyl - (5-fluoro- 4(R)- (4- 593 6.8 ND 2-methyl- PIRIJI nil thio)) Carbonyl 9 

Phenyl - Carbonyl [0072] * The manufacture approach of the compound 

number 1 is indicated by the example 1 0. 

As an example of others of the compound of a formula 1 The following it can mention — : — N-tert - butyl - 
one - {-- two ~ (-- S --) - hydroxy one - four - phenyl - three ~ (-- S --) - {-- {-- N - (2-KINORI nil 
carbonyl) - the asparaginyl --} — amino --} - butyl --} - four - (-- R — ) - (4-PIRIJI nil thio) — a piperidine - 
two — (— S — ) - the carboxamide — N - tert - butyl - one - {— four - (4-fluoro phenyl) - two — (— R — ) - 
hydroxy one - three - (— S — ) - {-- {-- N - (2 -North America Free Trade Agreement RENIRU carbonyl) — 
the valyl — } -- amino --} — butyl --} - four — (-- R — ) - (2-pyrimidinyl thio) — a piperidine - two — (-- S — ) - 
the carboxamide — N-tert - butyl - one - {— two — (— R — ) - hydroxy one - four - phenyl - three — (— S — ) - 
{-- {-- N - (2-pilus JINIRU carbonyl) - the valyl --} - amino — } — butyl --} - four -- (— R --) - phenoxy — a 
piperidine - two — (— S — ) - the carboxamide — N-tert - butyl - one - {-- two — (— R — ) - hydroxy one - four 
- phenyl - three - (— S — ) - {-- {-- N - (2-pilus JINIRU carbonyl) - the asparaginyl --} - amino --} — butyl 
--} - four — (— R — ) - phenoxy — a piperidine - two — (— S — ) - the carboxamide . 



[Translation done.] 
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V) ^Pf-T--fe'<Drgtt ; S:PlS(/, th«BSa*©HIV 
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fflai&o Cfc/cU 5*;^ X«. R 2 OC (O) . R 2 
C (O) g/cWR 1 NR ! C (O) -C*0 (S^. R 1 

(i) ffiR7JHr.>k 
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(iii) :7*-;U$fcW:^py>, tFO+i', fi^T^ 
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(vn)2 y~;l/$fcW:3 y-*T*D. & 

«. R u OCH, C (O) (5£f. R"K> 7* 

-;u$/cWffi^T^+^4>L< tt^py>fc:<fc«3 lg 
1ft. 2gJft£/ett3g&3ftfc7*~;l<-t , &&) ;B 
«. #£Eb£*,>a\ *fc«2fiB<DS-NHCHR 4 C 
(O) ~-C$><0 <5£#. R 4 KffilRT^*^ ; &msi> 
PT;U*;U ; (fl&jRi-'f PTJU*;U) - mWC7 
)V) ; 7i-;MW ; £/cttb Fa+i/. 

(taiKr-u^k) 7 5^^;^KBj; (fiir 

*jU-C4>£) : R 1 «. M7JK;i'S/cttiffi^}'o 
T^+^-C*>f3 ; Ytt. {6*ar;u*;l/ : Mi/fo7A 

x.z.)\, J t?-)W$ > K) ; £/c«Y«. W (CH, ) „ Zr 
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B^ny>, t KP+J/. tmT)l-*)V%L<itm&T 
;Up*->K:<fc») lg&Sftfc?*-^ : Sfctt (Het)r 
$>K> (Si*, (Het)«. ±l2Sa©ii'3-C*^) ; n 
it. Ottcitl D „ 

[»#3«2] 5£tf> X'i. R 2 OC (O) itciXR* 
C (O) -€&*) (5£4>. R 2 &MT>1>*}1; Vx.~ 
>l> (mm.) Til** ; y*~)V (ffilK) T}i*)i (7* 

10 il/ ; 2-^-7^Jl/; 2-7';^; 2-^i-=-JU; 2-b 
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JUi/cW>-NPy>«:J;0 1. 2S/c«3SJft3n/c7 3 : 
-.>l/r<fc£) ; B'i, #aL/^C^Sfc«2ilcDS-N 
HCHR 4 C (O) --t?4>«3 (5*tt>, R 4 it. ffiiRT-'U 
^fcttbFP + k <gjfKT;UP^>*;;U#^Jk T 

Wi2titc{&mT)l'*}\''C$>2>) ; R 2 B. 

?-Jk 1. 1 -s^^Ji/x^k 2-y?;i/^o tvb. 

^>/p7 - PtVl'. i'^OT'W, ->^P-^>^JU*it« 

^^p^+^bt?*«3 ; Y«. iSJfil^i'PTJl/*;!/. ? 

4-^0071^. 4 -7"Dt7 jc^-;1/. 4 
-7;^P7j-;h 4-^?-Jl'7i-Jl/. 4-^h + 
isy JU, 7xi)Wf^/, (4-7;l-tP7i- 

30 0 : Ztci* Y«. W(CH,)„ Z-C*0 (5£<tJ> WS 

— 2-7';jU. 2-^x^;l/. 2-t'U^— 3 

- f y 4 - b' »; 4 - v y Jk 2 - 

by 5 y-Jk 4. 6-^^-2-b -i ;$^;l'3: 
fc»2, 6 - s?^ff*-4 -by 5^->>U-C*SW^31 

^;k ^^ZsfrX^Z/JjUtf-jy. (4-^PD-7i 

40 ^ h+->*;u^^-;k (4-bFo+->7i^ 
;u) (4 -y f-+->7^-;k) ^ 

h + ->*;l/^-;k T-fe^Jk -O^Z-Y^k l-t7ji 
lx— ;U*;U*T-;k 2 -t7 ^ U-;l/*;U^— Jk 2- 
t' y h ^t>>i^^.>vt.tc\zz-^r y y 

ju^r^ji/, 7 1 7*->7tw, (2 + 
T-fe^^k (2. 4-^W7x/+-» r-b? 
->k (2, e-Wf^j/tV) -T-te^Jk 
(2, 4. 6- h VSZ-JlyxSirU) T-fe^Jk (4 
-70D7i^» T-fe^i/$/c« (4-7;U^-p- 

50 2. 6 -yyfJl/7i/+-» T-b^JUr^D ; Bit. 
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SftOttC**, £/cte2ttD8-NHCHR 4 C (O) 
R* l-^^Ux^k K 1- 
e^y^x^k l -^^T/ntVk 
f;k y r *^#Ji/#^;U^;k x r^>*7;i/tf^ju 

tt. k i -^^x^bSfcte^p^ptvi/rfe 
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b*y>^;i^;*\ 3 -fy^;i/^ 4 

2-t*'j$^;W, 4, 6-^^^;b^^- 
2 - ey ^>^;l/^*\ -^e^yUl/? 

4~;k ^>yjl/*jU*~A\ (2-fi;^^Mf 20 
)l) (3 -b'y^;l/y ?*£tdtt (4- 

[19*314] SW>* tert-^;b:**^#;l/# 
^;k ^>^;u^+^#;i/#^>>k r-fe^k 2-^*7 
;U#;b#'~;k 2 - try F + ^jI/jJ?- 

Jk 2-ty»J^M^t$)!3 ; Btt, ^*y 
;k -ryu^VJU$/c«rx^-^^JU'C4)0 ; R 1 » 

l h l -^y ^;l/x^;i/X^^^n^nf ;ur*D ; Y 

y ^>>>;k 7i>/^>, 2 - t*y 30 

Jk**X 2, 
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;i/-2-fy 5^ju^^$/c« (3-b-y^jM^ 
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[000 1 ] 

[jg||Lh©;Wffl#lJ] tSouhd'j^w 

C 0 0 0 2 ] 10 
[«*©»*] 1 9 8 3^Kl. t h ^ Jl/X £ 

(HIV-1) £l,T*0P>ftSU r P-^ Jl/X 

tLZtitc. R. C. *'aML. -t>£-x-;Mcj:.2> 
TScientific AmericanJ . 259 (4 ) . 40 (19 
8 8 ) #JCB. C© 1 ) -f JL-Xli. »!>£&#>•££«<!:© 

^X. t hftft?&9.r JbX^-/7'2 (HIV- 2) 

x^X©#2©SIJDKf*£OT0je3*vtl>a. SIM 
*iUt©t hftUPF^-f** (H I V) *Wjeu 20 
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c©«©ft^Bj«, 3Mi^*lH*-rsc:4Cc«fe 30 
«5H I V©94 71^*Jl'**Stf*C<t#IU&S<rt:<,» 
C©H§t«. ^^XRNA^^fcSftf^^'J^ 

tKDNA) tdsfbu -e-na#H 1 vawctor 

!£<£M©BK-C&&. aME9©H*©ftK. 

•9--^;u©-e©fls©»§#. fnH 1 v^©ra^©/ci*©« 

S#J«. H I V7'Pf7-fe'i t/t»P.n4H I Vn- 

tc. politi^RCj^n- F3tt. H I VCJ&gtCi&S 
Tfe-S 0 qaq (p55) £fc«qaq -pol (p 40 

180) $>'-<>7Stp<mj£<Dft®*:m\ timmmtii 

»r&£„ S£-?T. H I V^o^-T— tf©IH«WB. H 
[0 0 0 3] CC#4p«Cb/coT. HIV^Pf7-^ 

^a^nfcw-D©iijp«. n^*ffi«-r£^»©#ui«: 
wr^^©tfjntcse«5UTc^ 0 wz.u, d. w. > 

— v»^SO'D. J. •5 r >7\ r Annual Reports In Me 
dicinal ChenristryJ , 26. 141 (1991) «:<£ 50 
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i&Xftfco-ctBasti. rvd. h. rj. M 

ed Chem. J. 33. 1285 (1990) RVN. 
A. 0^*-'^6. Tsciencej . 24 8. 3 58 ( 1 9 
9 0 ) CC<J:9$I&<*ft-tt,>&J:5tC. 2~3©3&fo&H I 
V7 - P7-T--feV>fc tf#-^#. p 17/p2 4lf 

T5>S^t«^!H<H^ (TSA) fcffiST&CiKJro 
-caJBSftTV*. B'<~?6©]ttk©tB{b£«l©£« 
^Bvlffi3S«. H. A. *-;N--r>e>. rviroloqyj , 

179. 508 (1990). J. A. v-^>6. 

rBiochem.Biophys.Res.Canmun. J 1 76, 180 (1 
9 9 1 ) RI>'J . C. ^U-T^?>. TAntiviral Chemis 
try and Chemotheraphy J . 2 . 181 (1991) (C 

I V^Pf7- fe*PflSSI©-e©ffe©Pg^«. T 
E©6©*fi£?"& : B. K. ^yZh. 1 989^1 
2^2 0 Bicmr ZWd&.mf&mmz 4 6 8 4 7 
G. B. KU-f-t»-6. 1 990^1^24BtC^ 

iiztitcmffiWfmmms 5 2 o o o#. d. j. 

1 9 90^12^19 BlcmyZtltcmmWftii 
BUH4 0 2 64 6-?f. K. E. B. ^-fj-Xh. 19 
91^6^1 2 BKmyZtiiciy-rVWIftftmmz. 
0 3 0, 4 1 5-51. J. A. v-f>MS. U <j K > 
a 1991^6^19 BtC^tf 3n/c©C'>H^m® 
S432 695^„ 
[0 004] 

[»9J©«J«] -e©^iSd3«:i»A3n/cx^ 

cn6©n«»«. H I V7-nf-T--fe'©^^Pl 
#^J-CS>* 0 3 6(C. t r©i»p-CH I ViiStifc 

"C. ^©ffc^lJjttH I VfflS^Jm^l?ii-r-5fcJ6©^iJ<b 

b-cw^jr*^,, -frmmit-smu. ^i 

[0 005] 
[<b6] 




1 



[000 6] -CmZtxh1)\ ItlcUfem&mi.cftQZti 

C (O) . R J C (O) gfcttR* NR J C (O) 

*) (SOP, R* «. (i)fi^T;l-+>'U. (ii) fiiK^i' 

P7;l/+JK (iii)7^xjl/$/c«>'>ay>. bFP + 
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JWc7x-;k (iv) 7^* TJU*->U£fc 

«75#^gp^^py>. tFo + i/, ffiMT7l/*7Ufc 

m y;i>*;k (v) l -^-7^;U3f/c(i2 
(vi) (Het)£/c« (Het)- ({KHRT-Mr^O (Het 
«. ^H. ^Stf-f^rt^iilRStlS 1 £tci*2<D 
^f-umttSte 5 £ /c» 6 m<D 1 ^©ffiSSJiS?:^ 

. *fctt (vii)2 -*yyiJU**:«3 -*>";.=. 
;l/"C*»), StfR 3 tt. *f^^fc»{S^TJl/+^-C* 10 
-5) ; ifcttXW. R"OCH, C (O) T&D (5$ 

R'ni. ^xXjUJfcteffiMTrt^l'&lXW^P 

[0 00 7 ] Bit. ffftL&OJfr. SS/ii«2ffi©S-N 
HCHR' C (O) (5£f > R 4 itm&T)l* 

;i';«->i'n7;m; («!/i'07* ! ! t A) - 

;i/jjc=-;k (®^tju+^) r 5 ^^tf'-^fe b < it 20 

tc{&mTfr*)\''C&Z>) ; R 1 ». 1£M.T)V*)l>1tfcit 
<gi^->^PTJU+^-C*f) ; Ytt. ®Mt;u+ju : f&m. 

Shfc?!^ ; ^x-ji-.y^.iui/ckt^ayx t K 
P3^>. <5iKTJl/+JHf>L,<«®iKTJl'=i + ^(cJ:i3 1 
S8l2titc7 ; J/cBYB, W (C 

H,)„ zt*5 (5^ ww. ^-+v. g^;k ^ju^ v 
-;H/diXji/*-Ji'-cs>») 1 zs, iS^r;m=;i/;^ 30 
xr-^gfcW^py^ t KP + ^. ffi«7JM^l^l, 

« (Het) <^cp v (Het)«, ±l25£«CDji 0 t? 

£>9 ; nit 0g/cttir&£) „ 
[0 00 8 ] SltcHL-C*9i«W4i-C«ffl3ti^ 
rBW#£t,&<,>j tt. IB-^B^ TXJ I27i^ 

S (*©fl&®J*^«:B r B J £M£-T£) if* 

©{b^J©«Tfi^efW. 5£l (5£#. X», R 2 OC 
(O) SfcttR'C (O) T^f) (^*. R J {gJR 40 
T*+* ; 7^* «SM) r^*^ ; 7x-jU (ig 
m> T)l*)V (7x-=->Ugfc»©4GW>i*PP. 
P. fcKP*->. jt?-)V&tcttj< *5S&i*ft 

; 2-:h73^U; 
2 - ^i— ; 2 - fc* t> ; 4 - fc* V is—)l ; 2 - 

fjy^;w^ ; 4 -^TVy^-x^uSfc^-* 
^'J-mS) ; SfcttXtt. R !< OCH, C (O) 
(SW, R ,A «. 7i-*Jfctt2, 4M6fi 

fcc>T(£M7;i'*A'£/c«^p''/>icj:f) 1 . 2SWi 50 
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zmfeZtxtcv x.=->\s-C&*>) ; B«. 
fc«2lffi<D»-NHCHR 4 C (O) -T?£>9 (5$t^ 
R 4 (*. (gttr.MrJl'Sfcttt: KB + V. {&mT)l^*f 
T 3 (ffi$87-M^) 7 

-;UCt.£9 lg&Sft/dgarrn^ur&S) :R 
Mi. 1 -j^ux^Jk l. 1 2 

^P'-;>5 1 -'l/*/c»->^P^*^l'-C*0 ; 
[0 0 0 9 ] YB, iSMi^9aTJV^)V s 4 

;k 7x— 7i/.x?;k (4 -v )\>*uv * — jt?-)\, 

YB. W(CH,) n Z-Qthh (5$Ep> W&t>'n«±iB5£ 
*CDiiO-C*0. ZBfiiS7J^;K 7x-Jk 2-7 

';;u. 2-^x-;k 3-tyt?- 

4-f'J t^^-JU. 4 - y »; Jk 2 - f 'J 5 t^r. 

;k 4. 6 -v>j*)V-2 -try 5y^*fcB2, 6 
-^^?;u-4 -try ) rmStis*^ 

ffc0J^b^©J:<3»*Oimt. ^1 (^*. XB. 
tert-^^ + ^Jl'tf'-Jk ^>y;U* + ->*Jl/«K 

(4 -^no-7i-Jl/) A ;k 
(4-t Kn+Wx-;!/) ^ h+j/*W-JK (4 

^<>'/>fJk 1 -^-7^U-;l/*Jl/?J<-;k 2-^-7^ 
Jk 2 - * ^ y — Jk 7iyt->7tW, 

(2->f;i'7xy ; f'» r-fe^^i/. (2. 

r-fe^^, (2 S e-^fj^x/^ 

e>) -T-fe^JU, (2. 4. 6-h^fJl-7xy + 
i^) Ti2^7k (4-9007*/+^) 7-fef;Hfc 
» (4-7JU^P-2. 6-^^7x7^) T-fe 

[0 0 10] BB, B&Lttl**** *fcW2ffi(DS-N 
HCHR 4 C (O) (5^*. R 4 ». 1-jt* 

k 1 -5?^ ?7Ux^^ % l-yW^ab' 
2-^^JU7'PtVk ^ Y^fJ^^-^jt^)^. 

)i~C$>*) : R 1 (i. k l 

n7'Ptvi/-r*o ; Y«. ^^d^+->jI/ s 7x-a, 

4-*aP7xiJK 4-^;l'^P7x^-Jl', 4-^h 
+->7xiJl/, <>^;k (4 -jt x^jL-) ^ 

g^k 2 -jcf-fry'utfifZs. ^xy*^. 2-tryy 

-7U*+^. 3 - fy ¥-A>**r'S. 4 -Wis— A,* 

2 - try ss^7M-^> t 4. 6-> 5 ^?;u-2 
-f'jsj/ijut+k 2. 6 -i/jtm- 4 -try 5 

^>^7U^-^^, 2 - fyt>— h + 

4-^T'yyjuy 2-e«;5i?— *y 
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;|/*.=.,>k 2 - b*y i^-JU^*. 3 - V <J > 
A-Wis-fr?-*. 2 - tf'J 5 i/~J\<3-*, 4, 6- 

i?;u^jU7 ^ -;k ^>^;ux;u*-;k ( 2 - try ^ 

it (4-f;y-;M^) ^^-T*-5) TS3h5* 

[0 0 1 1 ] #^©ffcl^©g4>$f£lA>3¥«. 5£1 
(5£4». Xtt. tert-^JU*+->*>iU-i<-Jk "OS* 10 
jM-^^Jl'tf^k 7-fe?\>k 2-^-7^U-;u*;b 
#-;k 2 -ey^-r-rt/^ h+->*;u^^is/c»2 - 
';-;U#;U#-^-c&«5 ; B«. ^lUk -fya>f 
^JfcB7^A7+-Jl'-C*'3 ; R 1 «. 1. 1 
^f;n^;i'Sfc»vi'a7'at>-c*0 ; &<y*Y«. 
7^^-;k 'Oi^k 7 i y+v. 2 - fc* 'J 5 y^-Jl/^- 
2. sy-;^+k ^ 

>i^l/:t + >\ A^*. 7i-jU;^^;K 2 

-tfy^-Jl/^:*. 3 -tyt^;^*. 4-fc'U^- 
n^tf. 2 -t*y *^-.rt/^:*. 4, 6-^^^;i/-2 20 

-f'Ji^^$fc« (3 - Wis-Jljtf-Jl) ? 

«£IA>8¥». 5£l (SC*. X«. (2->W7iy 
+ T-fe^U. (2, 4-^f*7i/^» n 
3^k (2. 6-^>^7iy+-» 7-fe?Jl$fc(i 
(2. 4. 6-^^-7iy^» 
*) ; B«#^EHf-T ; R 1 ttl. 1 -V>jt?)lx.?}lX-$> 

i/c^a^wicitssnff^-ecDK^flnia-c*^,,, sc 30 

1 (S$4>. B(i2I©I-NHCHR 4 C (O) -r* 
&) ©fb^WtCHOT. R 4 *!i^S^^M^ 

[0012] *^Bj©SBHrtcc«, 5U©<fc£»*fctt 

&*t>&&-?Z>o *©«H«cta:*fc. th©;SMaS:. ft 40 

h i vrnmm<D&i<Dih&®&Mzfem¥micft®3ti 
ft&-e©aucj:9«a-*-&e&££tr. t KDIMH 
i viiw^ffist5^m?n5. ©^ 
^©iSit^^WTtc^-r-s. -H&ffKc. r;yis 

«. *<t*«« i upac - i u Bmm^<owj^icmm 

Utci><D~C$>£> 0 r European Journal of Biochemistr 
VJ 138. 9 (1984) #J$. flJAtf . Val . lie 
. Asn RO'Leu -ett-eftL ->< 'J >. L-^VO 

L-7*^**>KU*L-P^>>©gSe£^ 50 



#PH¥6-2 5 1 5 8 

12 

htlZl&G} rfiiRT^+^J «. l~6©£3"fl§m&^ 
^fillKtt©T^+^«RJ>* 3-4 ©KXHR^F-^dtt^tt 
tf(t£©7^*Ag£SiI*U ^f--»k x^;k 7*Df 
;k ^?-;k ^i^k 1-^^JUi^k 
7*P t*Jk 2 - jt ^;U7'p fcVU&O* 1 , 1 - V>j* ?)1>X. 

[0013] tdt i (Dmtm&nrxwMmicte 

i>xm^hinZ>mK) rffiasi^DTJi^k «. 3~6 
©^SM^^^OfiSW^^fc^SS^jgift U . isi? P 
^ptJk *^n:/?-Jk ^p^o^uslc^^p^ 

r<8«y Ao+S/J tt. l-6©jE^M-?S:$t?Siftf# 
©TJI/3 + v'ISO 1 3 - 4 ©j^/JlH^^tf #&IMK© 

k 1 -S^^Ui h+^^^-r^,, fa^©»«. te 
rt- ^Jl/**^£LT&S&6ftT(,>-5> (> *H^aB#* 
5Ctel>-Cfflt>6ft£f§£l r^p^>j « v 

mm^cis^'cm^hti&wfc} rHet j ». mm. mm 

SO* -C * f? #> h MIR 3 n 6 1 - 2 ©-^ 7- a ^t? 5 
£fctt6 M©esfa$fc«^fnffl*s^6***s^*3 

1 Sfc«2©g^» : mtf. l«7J^;k ig^T^ 

S*iS©tai», b - D>;yk th^th'n^^y^ 

ta-Jk l H - -r s #i/-Jk l-^^i/ 
- l h- -i s jry-*. *T\r—JU. 
2-^?;i-?7 , /-;k 2-T5y^TV-;k f^'J 
> ; >. l. 4-> ; ^+if>. 4 -•=&;u*';>, b - >; >> 

2 - y^tyi'k f'J5 5/>, 4-^f;bf'J 
5i">Su t 2 1 4-^y^fy 3>'>?r'a^T-So T 
r^Sj *^jK+S/»©t Kn 
tcita -7 3 -'S© 1 ©^IP'fcBfcS'rS C <b iC 

■So 

[0014] ^*ffl»*fc*j^-rfflc^tiSiS^3 rm* 

5*^Hj©{b^©^tf)'€«)P»*a/cS*Sift-rs o — 13 

^©teiS«. TAnnual Reports In Or 
gan-ic Synthesis -1990J K. $ -^JVVbUlJ: Siffi 

'J7 *^^.TWlf>7 : ^ i^. 1 9 9 0 CRO'-ktB© 
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T annual reports J ) . TvoqeTs Textbook of Practi 
cal Organic Chemistry J B. S. V r — — 7, *E>&C<fc £ 

X. 1 9 8 6 TkV ("The peptides : Analysis, Synthesi 
s, Bioloqyj E . if =y 7.hK-&*>UWi. 7*fi-^^ 
UX. ^ffl^-j.-S-^^H^.^-a-^. 1 979-1 
98 7. 1 ~9#©i^^iS^|Spf4S{ca6nS„ # 
KBWiTSi. 5£ 1 ©fb^K . TIBI^: (a)5£2 

[0015] 

[<b7] 




(^* > x«. _hlB3£ft©a9-C&£) ©xtf+i^F 

[0016] 
[fb8] 




CtOJNHR 1 



2 

X. R 1 SOTB, _LfB5tfS©a9T* , &'3 > B«#ffi^ 

*to <DMm-?z><tG®>&nz>fr ; £/ct* (b) ^4 

[0017] 
[<t9] 



y 




[0018] (5£Ek r 1 so'Ytt^ ite^aoaot? 

±fe^©R 1 C (O) */d*R"OCH J C (O) "C 
«±fe^gg<DR' C (O) JfctiR M OCH 1 C (O) 

r&o. r 1 &o*Y«±ies«©a«?r*o. B«??fi 
(aw. r 1 Rem*. ±ie«a©aoT*^>) ©ft^ 

^i. XX-NHCHR < COOH XMR' 
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t*. ifB^ftOiiO-C*^) ©a-75/ii4. 

:/y>^8y©??irrt?2/-./ :/y>yu-c. sei (sc*. 
x. r 1 Rem*. ±ss£a©jH)r*»). b«. 2m 

©S-NHCHR* C (O) -t?** <5M». R 4 tt± 

fc« (d) SC5 
[0019] 

[ftio] 



Y 




[0 02 0] (5£<£. R 1 . R 4 RtfYtt. _kiBS*© 
a«3-C*4) ©fbf^i. »Jl/#>SX-OH (5*tt». 
Xtt. ±ieS»©R z C (O) SfcliR^OCH, c 
20 (O) ©R«;ttaf53W*t*Sl6S-l*"C. 5S1 

(XI*. R' C (O) $/c&*R JA OCH, C (O) ?$> 
0. R 1 RO*Y&*. ±l2^»©aD-C&9, B'*2ffl© 
i-NHCHR' C (O) (SC"t>. R 4 te-hiB 

SE»©»») ) *j}T : ( e ) WiMicjz 

9. ±iB©-fe*^3> (a) . (b) . (c) tftit 

(d) {c*st»rf#6<T^i©ft^i*. *H£rrs?ft« 

tmicft® 3 *if#£ BWflBttLKSOft-r 5 C t (c «fc 0 

N-fi^BIS. W^-tf. Boc . Z. Rnoc$/c&*p r + 

IKa)M(C) K«fcO*k«>ffS«:RiyfW«p^K» 

(b) SO* (d) *«T5U (awxt*. itt«$n 

®^ifiti{g©fc»©tflffl^iurWffl-c&4„ fifot, * 
Tmtvx. c©«©3U©fb^j», m^ssn (bp 

«*.«. 2-f>;y-;u^ h+->*ju^-;b$/c«2 - 
40 * ^ y -hijfr-K-iWj&t-Qib * ) ®{fc£«i cDttfettft 

§£!©?<:«>©. B L ftl * tc\m&t 2> *>CC <fc 
oTXfl (b) SO* (d) JCfE-5-C. *4veti3USfc 

[002 1] «t OHJBR'CT JJEXS ( a) JC 

S£-pT. SCI (5$4». B»#«El/)5cC>) Oftettf*. x 

K 2 * tru y y s k 3 'cayjn-rs c 
£ * St? n - r ;HbJ5it>K: j:9M6Sti*c&*Jr 
#*. COfiO&K. 2 0-11 0'C©iaSCC*jt^T» ± 
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— ®#j&ffiffl«:2~2 4mm-v$)?> a x.m 

<b) 5£l (3tt>. B«#fi-a-r. Xtt±fB5£ 

»©R 2 C (O) £/c«R 1A OCH, C (O) 
©{b£$5«. ^4©*tJt>-r^k^<!:. 2/;l>*'>$X- 
OH (5$*, Xtt-e-tt^ft±fB5£lt©R J C (O) $fc 
BROOCH, C (O) r£>£) ODStott^^i^Jg 

zz>TisMm-c$>*). titer z>m»ny>it®. mm 
^r&fc«©ftfl«fE?TfTt>ti&. — jKwtctt. c 

©fiat**. *?Stt*»L h7tK077>, y 

O-SOtOMKfc^t 1 5#~2 4B#Rfl©ffiffl©J5 
BBIBfTfeftS. 

[0 022] Ig ( c ) tcfchi*. 5£ 1 (^*B«. 2 
iCl-NHCHR' C (O) R 

4 tt. ±ia^*©ji«3-c*€>) ) ocMb^ftB. *^'J 

>^»J©???5ET-C. Si4©^b^iiCX-NHCHR 4 
C O O H © a - T 5 -/ & t & t> v ~7 V > ^ "T -S C <»: CC <fc 

©J5)S^H©lESt* ;l>#* 1/* b *©ffe©JSlE;!0m©jB 

^06tlT"t,i-S ; . ±12© r-fhe Peptides : Analys 

is, Synthesis, Biology J ^1-8^#M« iSSft* v 

y<)^>/m<DmtLX{x. 1. r -**jk-*-5?^ 

s fc»N, N' -s»pp-s*^;u-:*ui<;K 

^SK*I*4. ^(Dtibomt LtB, N, N-S^f* 
a-N^^^^^-f i F^/cBN-i^U-N' - 
[ (3-^^-7 5^) 7'Dt';l/] ti)\,#V>4 5 F 

1 - 1 K u+^> V r 'J 7:/-.>l'©*?&T"Cte 40 

a ^-y-^ji^p**:? f--c&-s 0 -e©ffe©^m 

£c2- ( 1 H-^>V> 'J77-A-- 1 -4)1) -N, 
N. N' N' -T'V'yji^^n^K fb^yJl* 
P#U-r-C&£. JJVfV^itmteiZ* A + Xs^VZ 
P^-T F, 7 Hz h~ r >) >l>£td,ZZsst fJ^^AT 5 F 
©ct^^r§i4^®d3-ctftotlS„ i^V^ptfjUjc^ 
5 >S/c»N - y y >©<fc -5 &51SiJ©?r 50 
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J5fc««. ii^-2 0~^3 0°C©ffiHr*0. SIS 

[0023] xs (d) £#j$-r&<t» c©n«. m 

ft«9£ ©^b^5©R 0 CCS 5 ©fbl^£«?ffl 

-rsci©*^^«. 1Kb) ccoi»r±iBtfc^ 
mtm0Jjmcj:K>i7t>tiZ o Il(a) ft&OTffllES 
^»£OT<^3ftS5£2©i**^F«. *fl6n/t& 

©-c$>£*». $/c«^n/c;£&Kj:9i^3ft£t £ 

9 8 9f 12^2 0B^f©B. K. ;N>y6K:«fc&g* 
W«Fl^aM^3 4 6. 84 7-Sf tCi£tS3ft/c&©-C£>£ 
0». Sr/cttifB^ftWM^ttlBtSSttfc^attJ: 
it-T&C Ctl6©IS{CfcWS^©ffe©ta 
ffiWK. IP*^ 5£3©fpyy If 5 F&tfS 

4&!>'5©<b^«*. §r«-C*9. St-pT. #*■«©# 
a-c£>&„ S;4SO*5©{b^J©®li»©fcA©»®^^ 
KtcXfBfcSiigt/c,, S3©fpy ^>*;UsK+ 
•9-5 Ftt. »e>*ifc>FtfS-rSfP y^>#;U#>^©« 

B. *ft€>tt. F. V^i/-. D.'JtJl'ij ^SCJfp.t 
jt— y a.— Tj.chem. Soc. Perkins Trans. J 1. 

2 8 8 5 ( 1 9 9 1 ) <DJsmcJ;K)M3k-rZCti>-CZ 
JC5©fpy^>^l/ji<+-y-5 F©S?JS^ffi». T 

[0 02 4] *»HJ©S 1 ©<b^«. ^^WiCfPif 

sn» -5»^#Jn*©?g.®-c®6 c c ©<t 5 

^c%©taiiLr«. mum. m*.a> mm. mm. 

KSfc»y>Ki©^*S. Bfa«:J:«3, R. A. ^ - 
V^X?>(Cj:-5 r Helv. Chim. ActaJ . 4 3. 184 
9 ( 1 9 60) JCJ: 0 IBtS 3 titc-ffikK. J: 0. ISft-f 

sn»««[R:(s{t"ra. -«5Wtc«, sci©^^^f© 

SCI ©ft^ft*fcti*©ifi«*W{cBlFS3*i»**©H 
IV7nf7- -feffl#1t14SO* H I VJSM»(C*f-rs*i 

«:«t*)S:ii?nsc<b*5-c#?,„ «i©<t^»*A:tt-e 

©^jR^W{Citif3nf#Sffi©H I V^Pf7-b'PiS 
1$tt^BE-r£A:ae>©4$(cffi8!i%^£». ^iftiSH 
lvyof-7-fHPLC7-;-fe-fJ Tt5„ C©^)S 

tt. h 1 v#y $>'i?n<Dtat>titcH 1 v^nr7- 
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mm) ©H I vyn^7-t*K<f:t3^t^A«S 
#Sfl£PI#Tr&#g;*7K:S-3< : H. G. *7Wj y t 
6. Tproc. Nat.Acad. Sci.USA.J 8 6. 8 07 ( 1 9 
89)#I. C©T y-bHiC^XOmmt^KOmffi 

[ 0 0 2 5 ] 5£ 1 <Dit<&toRV-£(Dfem¥mic¥f®2ti 

©fia##JJH£i¥ flfif fc J: 0 ItSE 3 ft & 10 

cims. ccox^uimommmit. s. 

SO'N. h(C«fc^> Tjpn. 3. Cancer Res. (Can 

n)j. 76. 543 (1985) WS. ^#6CC 
<£& Tscience J. 229. 563 (1985) CCfBtg 
SftTl^. &#©#&K:8-3< -teW£. T§B©0« 

&Ci*!gSftf#£i&£t: h©H I V^jE^ISil-r^/c* 
&t<£fflt,/c*§^. XL<0^rf=f- KB 1 Sfc(*€-ft£Lh0>X 

^«*©lfc^»©«»tt. <b¥Wtt«. jl«ft/c&-*?*§ 

ttSl^l***m»WlTtc «fc 0 flyeg ft*. «P»5©' 

stttt. ^wici^sftffsffl^ic. -eft-eft^5 

~ 1 5 0 mg©ffifflb^as6^6ft/cficDrS14^?r^tf 
fc^-fe^* fcfcMSSW© J: 5 fc#ft»5JB*ftK:«;fr 3 ft 

tr*^w«: $ ft ft zmmitcmx stiscim 

•5. Cft £©&&«». * 'J- A. P->'3>. STiS 30 
SfciiffJ 0 < tXg&&r< » * 6 L < * *©}&« 

it--SCi*s-eif-s 0 2ftSP&-$©/c&K:«. 3U©*b 

&-5;*ft&. fflBtcfc liuIBfbltrtS? 

[0 02 6] ±IB©^^»©fcib©3S^^i«^J3;/c« 40 
fflf*«. Sig©^tSt^«. r Remington's Ph 

armaceutical Sciences J . ^1 8J&. "7 v is 

9 9 0*(Cj|SC£j&Jr#*. fb^3©!S:-^S«. 

6K. -eft«. ^T{c*i#^©S3EK:i:or^bT 

nwwtc^^i^^^aic^fj^^ft^,. & 
Lrottfi-r-5c<b{c<fc-5Tii*n3ft-5„ -askr. # 50 
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«SK:tet,>T&#3ft&c<i*^fcg$u>„ J&D&-5© 
fc*«:. *^b^i/c«-e-©^^{cl^2ftf#€>^ 

«. 1 BSO^ll kg(C~Xvr5~l 50mg©ffiB. # 
tl/<liWl kgiC-?t,>T5~~5 0mg©ffiffl-C&-^3ft 
^#ttS^«:MaL,r. 5U©lb£^tt. _h!B©^ 
Sfc&StfS. ttfil kg^f) 10ug~1000yg©& 

^tra^sns. ±fBcciBist/c^^i«. Hivg 
p^<D^mcotcisb(Dmn-ctmm^± umm-c$> % ■» . 

Cfte»©^^i^©fte©tn:^ -< ;t/XttEH*/t«SiJ£ 
©pI«ttB«MS:-^t*SH»Sfttti». c©<fc ^ &-e©ffe© 
ta^-r;UXl±©E^S/c«^J«. pI^ttCD4. ^K?" 

r If 'i'A. T^PtVU$/c«!n , i/ * 

>*/c«^>^-p-y+>-2) ^-s^r*. 

[0 0 2 7 ] 

0. §*>pfif*©M^^-ro m&-cfnzti 

•5. h>^e«iti!S (NMR) x-<? 
*-2 0 OMiz hD^-^-±4CIB»U/c ; ^b^ 

WH^ (^) «. P pm T$8^3ftS„ H«5t«I4"(c*s^r 
ft /cBSIStt. Boc : tert- ^;I/* + ^*Jl'*r- 
)1;bop : ('<> > /h';T , /-;l'-l-'fJl'*+i/) h 

h ; Bu' : tert- ; Bzl : ^<>t>)V ; DI 

ea: ^-C y7'qb';Hf;l'7 5> : dmf : j^^^jb^Ji/ 

AT 3 F ; HE PES : N - 2 - b h'P + ^i?^- f^<^ 
i»-N* -2 -x£>*;u*>® ; Et,o: i?i?-;i/X 
— ; EtCAc : g^®?X^JU ; EtOH : S-A> ; HPL 
c: - ; MeOH: ^ 

;U ; Ph: 7 xx;U ; THF : f l-7t FD77> ; Z : ^ 

[0028] mmm 1 

4 (S) --OS^Prt + ^-N-tert-^Jl/- 1 - 
(tert-^^JU^+v'*;!/^^) fD'jy>-2 
(S) -#*tf*l7-5 K©^ 

(a) N-«^3ft/c^. 1- (tert-^7 t J^+->^7 
JUrKxJU) -4 (S) -tKP=ri/fa'jy>-2 

(S) -#;l/#>15?£. THF/H, O ( 1 : 1 ) WR 
tpTjt*J©NaOH©#£ET-C. SS«l*st,»ri 8 8$ 

ra. 4 (S) - tFa+->fn';y>-2 (S) 

{ - 4 - 1 K a+-> - l - 7"n >; >. s. 
G. ^VXVSRO'E. T^AXiCie Tj . org . Ch 
em. J, 42. 3440 (1977) CCiBiS} t V- te 
rt- ^>>u*;U*:"*- h i*SfD$-a--5C itcj: oTS8 
iSC/c (b) C©J:5&COTf#e>ft/cN-<£g3ft/e 
K(4 0 0mg. 1.73mmol) 4DMF (7ml) 4HC?gtfgO 
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tc. TkMitl- r ') -5 A (9 9%. 8 7mq, 3.63mmol) £ 

commicmtobtc. nhtitcu&m*m.u (2 0-2 
2-c) icts^-c zmmmwirtc. mt^i?* (1.03m 

1. 8.65mmol) £gynU f#e>ft/cig^j£^MCt:tel,> 
T18l^fWWc„ ^c©fg. C©*Sl=rf*3£EtaAc ItJ: 

tsctfciotiti ( p h3) ii/c. mumzftffi 

U H, 0&tf£&*CCJ;«)i5fe?£U 12^0 (MqS 
o, ) . «^-C*l8fcHLfc. 3B85PUfc»ett««i* 

h -< — (sio,. i&MW. ■ •^+-9->-Etcw 10 
c. 9:1) JCfcOflHRU 4 (S) — c>iA>l/:*=r~> 
-l- (tert-^;u^+^*;u*:-^) fa 
2 (S) -AA^O^x^f;!/ ( 3 0 1 rag. 7 
0%) 

[ 0 0 2 9 ] (C) &m<D4b&®l (3 0 1mg, 0.73mmo 
1) £Me0H/HO(2 : 1. 4ml) tpKiSJSUfc. f#6tt 
A:»jR*aB¥b. 0-C<,CttiWLtc o NaCHDTktt 2 Mjg® 

d.iQni) iasjni/fc. i o#fgtc. com-smz^u 
(cflnstr. rauaaK«:*jt»r i 8^«jfu/c 0 -e© 

«. Slt(**Et,(y ^+1f> (1:1. 1 0 ml) SO'ht 20 
0(5ml) fc<fciJ;lHRUfc. *ttJK£MU Et,0/-^ 
( 1 : 1 ) (CJ:»J 2BJMJUU O'CK^iPU. 1 
0%7Ktt^i>B?{C«J:OBJtt<bL (pH3) . EtQAc (3 
X) tC£*)mmUtc. £fc>i±fcEtWc .tt(&«$H0 (2 
X) SO'^*CcJ;0?5fe#L,. (MgSO, ) . ME 

4 (S) -■^>V ; ;L'^-+->- 1 - (tert-^JU:**^ 
*7;l>tf\=-;l/) -fD>;y>-2 (S) 
fc. (d) CH, C 1, ^(m%<DVcgm (234. 7mq . 
0.73rmol) ©0.2 M©^^(C. D I EA (127 Ml . 0. 30 
73mmol) £8SJJDU tert- ^W7;> (84.4 

Ml . 0.803mmol ) MBOP (387mq . 0.876mmol ) 

stamutaifie,. muios^x 3mmmnbtc 0 -e© 

f£. Sf&S^J?:EtQAc (Cj;«)#«?l/. NaHC0b©tSffi* 
(2X) . ^ORO'A^TktCtOiiMbTjJt^L/ 

&. w«@£fg*iL, (i*3so« ) , fflzT-cmmzwL 

-f- (Sia. i§St?ffi : ^+1f>- EtQAc . 7 : 3-e©& 40 
6:4) {CJ:0fflSL. nmt-£W*mic (252mg . 9 
2%) „ 1 NMR (CDC1, ) 57.40-7.25 (m. 5 
H) . 6.05 (JSlfls . 1H). 4.6-4.35 (jAlfld. 2 
H) . 4.2-4.05 (m, 2 H) . 3.8-3.55 (m. 2 H) 2. 
55-2.1 (m. 2H)l.46(s. 9 H) . 1.20 (Myitis . 
9H) . 

[0 03 0] mtmz 

1- {3 (S) -T?.y-2 (R) - t KP+y-4- 
-4 (S) -^>^;l/^- + ~>-N-te 
rt-^;UfPV^>-2 (S) -*JU^+-!f5 K (5£ 50 
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4 : R 1 =C (CH,)* SO'Y = 0CH,Ph: C (0)NHR,/Y 
= >X) ©S&* 

(a) 6NHC1 /^**l7-»*J©5U©ffillE4l:^} (25 
Omq . 0.664mmol ) (Di^^MUdOs^X 2 0#RflJt# 
U m>-CMffT-Cf&SiS£@U/c 0 JSff^EtOAc ( 1 
0ml) &O*2N*1±Na0H (3ml) (C«fc L,/c f#6 

#8tU «/hfi©H,0 &D^7kK£9ft#U S£*8b 
(Mpso,). MEET-C?£*§$£@U/c 0 SSffl^II^Tt 
l£*§l/. 4 (S) -'Ov^U;**^- N - tert- 7?-Jl 
fn'/y>-2 (S) -*JU^=rl7-5 F. 5£3 (5$*. 
Rl«C (OU* RtfYteOCH Ph {C (0)NHR»/Y = ^ 
x } r& s ) ©*;u^-9- 5 F £f#/c, ( b ) '&%<Dit 
&7kEtOH (5ml) 3 (S) - (^>i>;U 

^-+->*JU3l<-;U) -1, 2 (R) -i^=r->-4-7 
(l80mq , 0.604mmol). BP^SC2 (^4>. 
XttZ) i^L/c„ _hfBB. K. C© 

»«77 7W>0? h^7^ - (Si 
a . ?§8£?fc : CHC1 3 -MeOH. 3 9:1 ^-©^ 19:1) 
ic<t9fflKU, 4 (S) — <>^*+^-l- {3 

(S) - { (-<>is)l>-j-**sj})l>tf~)l) 757} - 
2 (R) - t Ko + i/-4 -7 x^-JU^^Jl/} -N-te 
rt-^^fo >;^>-2 (S) F (22 

Omq . 6 3%) £Sfe©?&t^<tl,Tf#;fc < , 

(c) f£#©ft-&^ (220mq . 0.384mmol ) ^rTkl^Jn 
^(5%M. Pd/C, H,1»JI. MeOH. 3.5 B# 

ftfl) (cffir. ®iB©^^*f#r. -r<-{cTia*660!i 

©* y ') > d^gl^iCSEo Tffl^/c 
[0 03 1 ] jS*S0il3 

4 (S) — i>i>7W^+>--l- {3 (S) - { { N - 
(•<>^u^+->*;i'nK^-'i') ^*y;U} 75^) -2 
(R) - t KO+>'-4-7 J :^.JU-/?;U} -N-tert 

-^b-a')y>-2 (S) 5 F (5£ 

1 :X=Z. B=Val» R 1 =C (CH 3 ) S SO'Y = 0CH l P 
h;c (0)NH^/Y = ->X) ©^{j§ 
^te{b#^5=5r. TIB©* i» y' ') > VJi&lCiit^xm&L 
tc: D I E A (33.4/zl , 0.192mmol ) . Uz&ZtltcT 

5 7^Z-Val-0H (53.1mq. 0.211nmDl)SO'B OP (l02m 
q. 0.23mmol) CH 1 Cl 1 cti©Slife^2©MiB'fb^© 
0.2 (0.192mmol)(C^Jinb/c„ IKDKtfM'&fa 

SSK*jC>-C2B#fflt»itL,^*56. iafti^SSO' 
•iSIKUSCTD I EA*W<M-?2>Ctt£<i:-DXpH8<,cm 
Bote. *:<D'ik. C©SfEig"^I*. EtOAc tcj:»5*»? 

NaHC03©fiS«l7K^ (2X) . HORO'^tMcJ; 
OaMSfJiC^O/Co WtS®^r^ML (MqSO,). MEET 

(Sia> : CHC1 3 -MeOH, 39:1) «CJ:0ffl» 

0. *HSfi0!I©^iaft^%afe©@^<!:Urtf7c 
(I08mq . 8 3%) „ FABv^X^^ h^U. m/z : 
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673.3 (M + H) * . 

[0032] mvmA 

4 (R) -"OS?**+5^- 1 - (3 (S) - { {N- 
(^<>^;U^+i/*JU^r.;U) ^yjU] 7;/) -2 
(R) - tKD+->-4-7i-;^;l/) -N-tert 
-^fpyy>-2 (S) -*Jl/^K+-9"5 K (5£ 
1 :X=Z. B=Val. R 1 =C (at), SO'Y = 0CHP 

h:c (o)Nm*/Y= r 5>x) ©SSiS 
HJ60>ll©-fei^>3> (a) tCisl^CA (S) -h Ha 

+->foyy>-2 (S) -2/Ji>#>&©ft9tc. ^fi io 
©4 (R) -tFn+->tnyy>-2 (s) 
>^ ( r^>X-4-b FP*i7:/py>-2-#->Utf; 
>K) . ±IBS. G. T#AX# 

jr. tttursciew-B. mfli, 2so'3©?t 

CCil^fC^-o-C. «l2{b^?rf#fc 0 FAB?^^ 
f f-Jk m/z : 673.3 (M+H) * . 

[0033] nnws 

4 (R) — (3 (S) - { {N- 
(■<>^;u^+>>*j|/jK-;u) 7XA7*'^-;H 7 5 

7} -2 (R) - tKPt->-4-7*iA^;H - 20 
N-tert-^*ea«;s?>-2 (S) - #JUtf"*-y- 5 
K (SCI : X=Z. B =Asn . R 1 =C (CH 3 ) 3 MY 
= COfcPh;c (0)NHR 1 /Y= r7>X) ©SSfii 
Uttftll ©-fe^^3> (a) tC*s(,>T4 (S) - th'D 
*->bpyt;>-2 (S) -*ui/#>»©ft»)K:. 
©4 (R) -b Kn + i/fO'jy>-2 (S) 

>^*ffiji-r c mmm 1 ac* 2 ©urates 

ttWCCfl£o-C. RO'CO^^tCUTff ^.tlfcl - {3 
(S) -75^-2 (R) -tF0^-4-7xiA 

-4 (R) — <>5?**+2^- N-tert--7> 30 
;l/ tT P V V>Z/ - 2 ( S ) - tj >l/5i<*-y- 5 F £TI2©# ? 

^y>*iacctti/T. «ieYb^^f#/c 0 
[0034] 1 -t fp^-ovf yrv-^u (20.1 

mg. 0.148mmol)£THF (2ml) ^©N. N' -S»i> 
n^+^^U*^^^ 5 F (34m<* 0.165mmol)©?£J|J3 

n/c (o*c) jSiK^asaiLfc. c©*gi^£i 5#rbsi 

WUtc. DMF (1ml) tf©&K3tt/c7 5 7&Z-HAsn- 
0H (395mq , 0.148mmol)©?gi&Rt>*DMF ( 1ml) *P<D 
±MZVtc \ - {3 (S) -75Z-2 (R) -t FP* 
^-4-7i-^fJH -4 (R) — i>ixJW:t*-> 40 
-N-tert- :7>;Ub*py^>- 2 (S) -^Jl^*-?- 

5 F (35.4mci 0.083mmol)£C©ig-&<t25'^&yjnU/c. f# 

mmtmutc. -€•©&. c©ig^*Etmc tczvmm 
Ltc. mtgm&fmi,* NaHco,©^*^. h,oro* 

Ht&7K{Cj;yj5fc?*U (MgS0.)> ?liEET-CjSffl|£ 

-< - (SiQ, > i&ffiffi. : EtQAc /Me0H, 9 7 : 3-e©^ 1 

9. : i ) icj:<o^mu, *mmM<Dmz<t-&y>zmc 0 

E I VXX-^ r->k m/e : 389.2 (M+2H) ' , 50 
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(N. N' -^->^P^-+^U*;Ud<^^ 5 F©#fiET 

fi^bfc* >7 - y>^ffi«. ssi (S;tfJB«T5^^ 

££«Asn ^TjrT) ©*k^©S¥j*©/cS!>©$?ii&;*7 », 7 - 
[0 03 5] 

4 (S) — O^JU^ + ix- l - {3 (S) - { {N- 
(^>^;U^-+i/*;U^;U) 7X^7^-Jl/] 75 
7} -2 (R) -fcFn^>-4-7i;;l/^;W - 
N-tert-^;Ub-p ys»- 2 (S) -#>>l/#*1r5 
F (5£l : X=Z. B =Asn . R* = C (CH 3 ) 3 RZPY 
= 0CH, Ph ; C ( 0)NHR* /Y = ) (DW& 

mmm l SO* 2 ©^Jtt&O-IUfc^ 5 © * >r y > 

^h^k m/z : 688.4 (M+H) * ; 710.4 (M + N 
a) * . 

mmmi 

1- {3 (S) - { (N- (^IsfrX^-isfDVtf- 
)V) 757} -2 (R) - tFO=f'>-4- 

7ii;l/^H - N-tert- -4 (S) - (2 

-JfjH/zfutZfrf^is) fayi?>-2 (S) 

F {5£1 : X = Z. B=Val . R 1 =C (CH 3 ) 

3 Ri>'Y = 0OtO, (0, 3 ), ;c (0)NHR'/Y = i/X) © 
SB£ 

H^t5dl©-fe^~>a> (b) ©^J©(C*st>r. *'(t'<> 
^Jl/©ft0ic^fi©2 -^?;^Df*yD 5 F£G6ffl 
t^ci«W, ^Sfei^l. 2SO-3©*jraK:aiKfl<)ic 

e : 583.4 (MH, -Qfi) * „ 
[0 03 6 ] Jg]EfeM8 

1- {3 (S) - { (N- (^>^JW^-+->*;l/^ 
)l) -/tyjH 75 7} -2 (R) -tFP + ->-4- 
^*^;U^^} -N-tert-T'^JU-4 (R) - (2 

g^i^p**^) b - py^>-2 (S) 
fSFtSl :X=Z. B=Val . R 1 =C (CH 3 ) 3 R 
!>*Y = 0OtOH (CH,) 2 ;c (0)NHR 1 /Y= h^>X} © 

HSfeWll©-fe^'>3> (a) ©*JlK:*j^r4 (S) - 
tFot->fD>jy>-2 (S) -*;u-j<>K©«;0{c 
^a©4 (R) -b FP+->bP yy>- 2 (S) 

;U#>M€rfflC\ mMWi\<D-b>7isia-> (b) {Cfcl^T 
IKk-^>^7l/©f^;«3tc^S©2 -y^jU^a fJl/^u 5 
F*fflC»SC4«i1-tt, H)5fiC»JK 2SO*3©^Jl«: J l 

m/e : 583.3 (Mi, -C,H») + „ 
[0 03 7] 51*60*9 

4 (R) -^>i?jlx^+~>- l - {3 (S) - { { N - 
('<>*s)l'***s*j)l>#-)\,) 7 5 7} -2 
(R) -tFD=fy-4-7s-;W*} - N - ^ 

P7"Db;UbP y> ; >-2 (S) -*JbjJ<+-y5 F (3C 
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1 :X=Z. B=val . R 1 =->i'D7 , DtWY = 

OCHjPh; C (0)NH?/Y = F^>X) ©$?j& 

HiSPJl©-fe^^3> (a) CC*5t,vr4 (S) -t Ha 
+->fP'j> 1 >-2 (S) -2ul>#>$©fWc3?S© 

4 (R) - th'o+->fO'J2/>-2 (S) -#;l/tf"> 

HJfe^lO-fe^v'a^ (d) tC*Sl>rtert-^?-^ 
T5 >©ft9fc^fi©~>^afc*n tVUTS >£[£ffl-r£ 

c i mmm i . 2 so* 3 ©^jiKaMiwctge ~> 

T. «Seit£«J*»;te. E IvXXti'FJK m/e : 
657.5 (M+H) ' „ 10 

mmmi 0 

4-^>^;l/-l- {3 (S) - { { N - 

(R) -tFnti/-4-7i-;W;H -N-tert 
-^;i.fn'ji»-2 (S) -*;l-m5F (5£ 

1 :X=Z. B=Asn,R 1 =C (CH 3 ), &0'Y = Bzl) 
©4 (R. S) . 4 (R) REM (S) M14<*©SSj* 

[0038] ±IBF. V-?^-. D. ■Jj^-'^M 
P. t*-y ^-(CJ:9f5*g3nfc;£&*j£fflLT, 4 
— c>^;l/- 1 - (tert-^^;u^+->*jl/^-;U) f 20 
P'J^>-2 (S) -*MU#>$©4 (R) &CK4 

(S) ^TX^U^-v-©il^ (3:2. w /w)£. 
•fe'J>7^ F>R<>*3 - 7x-Jb-2 -yo^j^D 

5 K*>e>f#/c„ BOP OffaET-CC^TXf-U^-v-^ 
©Ji tert- -f*)\,T 5 > £ ©jUSW 1 ©-fe ^ "> 3 > 

(d) ©^ratcj:-5*^7"';>^K:j:«3. 4— *>Zs)l 
-N-tert-^^Jb- 1 - (tert-^^jU^-+->-^;;l/ 

fO'jy>-2 (S) -^^ItS F©4 
(R) (S) IttftC^lfc-rSyT^fUtv- 

^©&. mmm 2 ©•& ? v 3 > ( b > © 30 
*-?-m-£'®$:mB-r z>c tt,c£ -or , 4-^>^;u- 

1- {3 (S) - { (s<>is)l>**is*}}\s#~)l) -T 
5^} -2 (R) -tFn^-4-7x-JW;H 
-N-tert-^-rt/tfn 2 (S) -fJJV^V 

5 F©4 (R) RE>*4 (S) SttttOttfRT-S^TX-r- 

z : 558 (M+H) * . £/c, M0^7^fUt7- 
©®^ iN-fiS3tlfc7Sy S*Z-Asn-0Hi 

5©*-?7*>;>^a«:J:-SSieK:«fcoT. 4-^>i> 40 

1- {3 (S) - { {N- <'OS**3|-+5/#Jl'jK 
~JU) 7XA7+*^)7 5/} -2 (R) -fcFP* 

4-7xiJl/'/?;H -N-tert--/^;l/t*D 'j i> 
>-2 (S) - 5 K04RSO*4 SS14&© 

h;l\ m/z : 672 (M+H) * „ 
[0039] C©2o©#l14&£HPLC&fi5fC«fc9# 

<t&BJ-r££. 5 0%7k14§fc& (&»J©ttf?I0 2.5ml * 
K:^f)S3n/cS««:iBtSO/cig^©2omi©^*, ? so 
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^7> 7 ytA9 (giifSil) . Cat"* ** e S'*S/ 
'J;l/2/^A (0.94X 50an) ±K:3t^0/c„ ftUffl©#7A 
¥ffi^ft{*Tie©a0-C*^ : 10%A&O'90%B 
(#>:7*A : T-fe h - h yjHpO.06% F 'J7WDi 
*>7*B : H,o 4>0.06%F ■) ^l/^nifcM) . -g 

»M«:*rie-r*t-i' (^©iee) ^ 

tt*ffiB***i>fc. Jit±&©#ilt:/a^A{rFie©jl») 
T*o/c: 1 0~3 0%A5#PiB. 3 0%A10^, 
^•©f£3 0~ 1 0 0%A 1 1 0 3ft8. 3m1/^SO'2 3 

onirv, 4 ( r ) ^feffcRt* 4 ( S ) Stett^-en-eft 6 

0%A (9.2mq)SO*6 3%A (8.3mq)(C:tel>"tJ|X*U 
fc. 

[0040] mmm 1 1 

1 - {2 (R) - t KP + ^-4~ 
7*^-;l/-3 (S) - ( {N- 2 -4 s 
;u) ^*>;;b} rs^} -4 (R) - (2-f 

■J~^;U=f*) KO!IJ?>-2 (S) -*7;t'tf"*-9-$ 
F (3£1 ; X= 2-*S*))Vi3As#~>\t. B=Val . R 
1 =C (CH 3 ) 3 MY = 2-fV SiP-;^*) ©S*i§ 

(a) N-t^a3*afc® (17. 5q ^75.6nmol . 3U6#I 1 
©•fe^~>3> (a) icfeig) ^rCHiCI, (3 0 0ml) SO' 
D I EA (13ml. 76.6nmol) tplC&mLtc* tert~7? 
^7;> (8.73ml. 83.1mnol) ^C<D^.dcmiML, '-X 
t>T. BOP (40q. 90.7mmol) SO'DIEA (13ml. 150mmo 
D*jsapi/fc. C©jg^^S(C*3^r7B$P4«« i 

#l>-CEtOAc KJ;«3#»?Lfc„ *^Jl?:^gtb. Na 
HCQ,©fi§fa7K^ (2X) . H,0 (2X) 

(2X) tCcfci)^^. (WjSQ.) . MM&mL 

tc. ffen/cS^^^rE^O/EtOAc (9 : 1) K<t 

N-tert-^^U- 1 - (tert-^Jl^ + i'*;;!'*^ 
;u) -4 (R) - th'n+i/fn'jy>-2 (s) 

^+•9-5 F (15. 6q . 72%) =&f#/c„ 
[004 1 ] ( b ) '<k%i<D\t-&m (5.0q. 17.5mmol) ?: 
hJH>/THF (3:1. 175ml)tptC^ Ltc. F U 
7i-WX7^> (5.72q. 21.8mmol) 5 #V 

— ;U (l.08q . 30.5mmol) £M*iK:*Jt,>-r-€-©?g?&&Ci3S 

flnu/c f#e>n/cii^?r4 5-5 o-c«:*njaL//c„ a 

(5.54q . 21.8mmol) ^ftJUr. f#6n/cti^igj 
£8 Ofl-fBH 5~5 0°C(C*5(,>rSS[L<»^L/c (> -e© 
fl. C©Sl£iS^£te£0b-C. EtjORO'ao {C<tD# 

iBRbfc. W«@*^«to. NaHcoaClStfaTkigM ( ix) 
SO'AttLTk (IX) CCtDi5t?#L/. S£*8l/ (MqSO,)^ 

-*» ^r^tf^fe©tt1^J*»/c. C©ttt^@^*Et 

.ojcj;*)^^. mMmzmsii.K.mmc. nm&mm 

Kilt. 3?fe©tt^^f#/c 0 C©tt«M7 7^> 
s>C7 (SiQ,. ^{B^ : Ettttc 

>. 1 : 4) KlJ:*)ffli!il>. N - tert-^^Jb- 1 - 
(tert-^*?;U^-^'>*^5i<^-iU) -4 (S) -3-F 
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bpy^>-2 (S) -*>)l#*Vs. K£. HfecEM 
%i (4.83q . 7 0%) „ 1 NMR (CDCD5 

6.2-6.0 (J£lfls. 1 H) . 4.27-4.0 (m, 3H). 3. 
75-3. 55(m. 1 H) . 2.9-2.5 (m. 2H) . 1.47 

(s. 9H) . 1.38 ( s. 9H) . 

[0 04 2] (c) 2-fU5^>^5}--;U (i.06q . 
9.46mmol) £DMF (lOml) ^©Tk^fb^ h V 0 A (9 
9%. 182mq . 7.57mmol) ©<£iP2ft/c (O'C) .^jg 

^ i m-r-ommotc cvm^vazm oumx 3 0 

MftUtc. -?-©f&. DMF (5ml) #©JbiB-fe ^> a > 10 
(b) ©iJ&gj (l.5g. 3.79mmol) ©?gi&£. C©S£- 

i nS-r-^jjiR^c ctDSf&ti^^ssicfc^r 

18^H«fi2L,. -X^-c. Etmc S^o &c<fc9#f?l/ 
fc„ W8U1£#BIU #H,0 (IX) , Na0H©l N*t£ 
M(2X) S^m* (IX) «:J;i3?5fe#U $£$11/ 

(Mqsa)aam^@LT > mBWt'mc. cornm® 

^EuOC^'omWLtctC.^, N-tert-:/?;!/- 1 - 
(tert-7?-)l'* ! ¥isi3)V#~)l>) -4 (R) - (2- 

by 5:7-71/?*) fpy^>-2 (S) -#*jK*-0- 

5 YttyfrV-i Y<DW%mti;Xmt. 1 NMR (CD 20 
CI 3 )£8.53-^8.51Cd. J=4.85Hz. 2H) , 7.01-6.96 

(t. J =4.85. 10.0Hz. 1H), 5.97-5.75^*1 S . 

1H). 4.4-4.2(m. 2H) . 4.1-3.91 (m. 1 H) . 
3.70-3.35(m. 2H) . 2.92-2,75(m. 1 H) . 1.47 

( s , 9 H) . 1.36 ( s. 9H) „ F ABv^X-^i/ h 
)l (m/z) : 381CM+H) * . 403 (M+Na) * . 

(d) &m<DikemzmmLx . msmc-tz^a 

> (a) SO' (b) <D-m£#Mr>X. 5£2 (sSf. X« 
Boc X$>2>) ©x^^->KiSt&3#T. N-tert-^" 

{3 (S) - { (tert-z/?)l**rUt))\'# 30 
^U) 75/) - 2 (R) -b KO+i/-4-7x^ 
7>;l-} -4 (R) - (2-b - 'J=y-;^t) fP'J 
S>>-2 (S) -#.>U#*1J-S K£f#/c FAB-7XX 
^ hJk m/z : 544(M + H) * . 566(M+N 
a) * . '&%<Dit-&®ZmMm2<D-bl?^a> 
(a) ©#«tCfEoTK««U H*&F!I3 ©#/iCCfi£o 
T. Boc-Val-OHi * ^ 7'y>^l/T. N-tert-7*>;l/ 
-1- {3 (S) - { {N- (tert-7?)l<**isJy)l 
#~;U) /< *Jj\,) 757) -2 (R) - + 
-y s.=-)\,-??-M -4 (R) - (2-t'J*yiM 40 
*) toyy>-2 (s) -*7;u#*if-5 Kfcfffc. F 

ABv^^^hJl (m/z) :643(M+H)* . 665 
(M+Na) * . 

[0 04 3] (e) 6N©HC1 (7 ml) <P 

<D&%<D{t-&%9 (887mq . 1.38mmol) ©i&j&^r'giS'Cte 
l>t2 0»P«lfc„ C©S&*«EET-C|&£L7£„ 
afe@Jf^©^#^£^X£TK::tei>-t: 2 0 OTKjSl 

^"^©Jfi^rCHCl, (7ml) "fcO'DIEA (481 <z 1 , 2.76mm 
Ol) #fC?i?BSLrc„ 2-+7U>*^jK>^ (263ml . 50 
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1.52nmol) SO'BOP (732mq . 1.66mmol) ?;C©t® 

iD I EA^<^«:J;f3^tt]-r^>c<!!;{cJ;or8«:i»}# 

httifih. mufcis^x 5&fmm.Wbtc ^©*g. c© 

Sfoig^^EtOAc (CJ:9I&»?L. NaHCQ, ©£Sfl]7k*gi& 
(2X) , H20C2X) RV^fcfc^Q&ffimiCffifrL 

(SiQ,. jg&t® : ^*-y->-EtQ*c . 3 : 7M'f©^ 

i : 9) tc «t g mm ut> aiefb^^afe©®^ 

(750mq , 7 8%) t hX% tc, CtDffi^^Et^rtC J: 

6*lfc (378mq „ 4 0%) „ FABv^^i-hJk m 
/z :698(M+H) * . 720(M+Na) * . C©{b^J 
©NMRB, fi^3tlfcifjgi|5H;-C&^/c 0 •fei'^a 
> (c) K*jliT2 - by 5^>^5}--.>KDfWC3 - 

^©^JlKcSEoT. N-tert--^? 1 ^- 1 - {2 (R) 
-tFO^>-4-7x^-3 (S) - { {N- (2 
-*rSi)=.)\,U)\,#~>\,) ^VJV) -7i7) T'^Jl/) 
-4 (R) - { (3 -b-';^^-;l/^^;U) ^^-} b'o ■>) 
~^>-2 (S) -*^^t5 F?:ii. FAB*'** 

hJU. m/z : 711(M+H) * > 733(M+N 
a ) " „ SO*. -fe^> a > ( c ) (C*$t=.r 2-t'j5i* 
^^-^©fWc. 2. 6 -i?y^;U-4 -b Fa* 

•o-C. N-tert-^^;U- 1 - {2 (R) -tFO+i/ 
-4-7x-Jl,-3 (S) - { {N- (2-*^'J-;U 
*;l/^;U) T5 7) 7*>l>) -4 (R) - 

{ (2. 6 -IsjtV-fo-A -b'U 3^-JU) ^*^} b* 
ny^>-2 (S) -*;WifSF?:»5„ FAB? 
X*^h;k m/z : 710(M + H) . 586 (M+H-C 
6H,N,0)+ „ 

[0044] mmm 1 2 

N-tert-^JU- l-{3(S)-{{<2. 6-y 
^W7x/+V) 757} -2 (R) -b 

FP*->-4-7*-;b^?-7l/} -4 (R) - (2-b 

')5i*i;l.^) tayj?>-2 (S) 

K (^1 ; X= (2. 6-^^^;P-7*y*^) r-fe 
^7U. Bti^SEIi-rR 1 =C (CH 3 ) 3 SO'Y = 2 - b* U 
5^-;U?^) ©IMifS 

-*5fiF!ll l©H2d7'>3> (d) {CteC^rfetSUfc. N- 
tert-^^^- 1 - {3 (S) - {N- (tert-7-?;U 
^-*^*;U^;U) 757} -2 (R) -bFa^>- 
4-7x^.71/^^71/} -4 (R) - (2 -by Zis^-Jl 
bay^>-2 (S) -*^*-y= K^, MS 
©#&-<: J: 9 Boc «Sa5r^*-r ^.C iicJ: oT. ^-© 
2tfc"-r£SII— 7i>, fiP^N-tert-T'^Jl'- 1 - (3 
(S) -757-2 (R) -tFot->-4-7j-Jl/ 

:?>;u) -4 (R) - (2 -by 5^-ju^^-) bay 
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i^>-2 -^l^+tJ-S KKfcfbOfc. ®%<Dil&\t»*: 

~» ft^i *> v yv > mzMtswizmtc. FAB 

-rXX^Z F7k m/z : 606(M + H) ' . 628CM+N 
a) * . 

[0 04 5] BUSBSS— 7 5 >©tt«3JC*ftfe-r £Jfl-7 5 
>. N-tert- rf?-)\,- 1 - (3 (S) -7 5^-2 
(R) -k Fn+->-4-7i^y3 1 ;l/) -4 (R) 

- { (3 - fU^-Jb^^jU) KO!lJ?>-2 
-2771^'*-? 5 K (HSS0U 1 ©N-tert- ^Jb- 1 10 

- {2 (R) -tFP+y-4-7x^;l-3 (S) - 
{ { N - (2 - + v *)—fc*J)\>#-)\s) KVfo) 7 5 

-/} -^^1/} -4 <R) - { (3- \£*)i>~)Vji* 
5^:*} fO';y>-2 (S) -27 JUrK*-tr5 K©«t> 

^©^JWtcStor. N-tert-y^W- 1 - {3 (S) 

- { {2. B-^f^xy^) T-fe^Jl/} 75 

y) -2 <R) -bFn=fj/-4-7*^fJH - 
4 (R) - { (3-b , 'Mi'-7MfJl') -^*} fa 
«J5?>-2 (S) -277UJK+-9-5 F\ FA BvXXt? 20 
r7k m/z : 619CM+H) * . 641 (M+Na ) * * 
ifc. 

[0 046 ] 1 3 

flft*.H I V7*OfT-b'7»t-f : 
mm : H I fe*£. TiE©*JltifCfiEoT. E. 

coli*r^L/fc {^jg^JpBRTlprt * > W. G. 
7 7 -j"J-6, r Science J. 236. 305 (19 
8 7 ) 0M) : #«cK6ftC>|R«J . ^-C©jg«»*tt» 

ire**. 

(i)26ll 30 
pBRT 1 prt * K^$t?E.coli«B«a5r^fflL 
r. 1 0 0 uq /mKDT^Vi' V >&*£tS)l> V T -^<)l> 

1 7 s#ra^t i/ < 3^*5 e. 3 7 'etc r -o * * * 

-H//Co «liM9 ^OX%^* 1 0 0 jiq /m1©7> 
k-->y>£ffi*&3ftfc£/&7 7X:3{c\ ±fE©&»g* 
®I*W80X1% (v/v) ©^r^ML.T'Co 
7^^=iiti©^^fiti. 2LOi^U>v-ff-77X 
3^50 OmTC&ofco tIg^&K (A = 540nm)0.6 left 

l> < »#> LKOfi 63 7 , CK:*H,»T ^ -c- F Lfc 0 

c©B$ra©ffiH»ii^r3— 4mm-c&z>. ^77^ 

=HC5«M-f V:/Cit:jl/*-:*;tf9f F~> F ( I PTG. >) 

**M&U «HM^*H 6{g©#«?Kfci>T7E¥?£go. 
2 -r>**-<- h*|ftwfc. 2a>-c. 7-5 

^3(c 1 n*l7i-;l/^^;l/XJU*-7U77U* 'J F (PM 
SF) £fSi&U 3&t< 4-CtC^L/c. C©*fflM*fflBa 
£4 -CtcteWSil'i^lUK:,* fseftfcSiS 
^Ui- F£-7 0*Cfc*sc^T«|?l//c o 50 
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[004 7 ] ( ii) 7 v -fe WI?il8©l?S©«l W&t>*S!!& 
Tfs©-r^r©xgii#«:BTp.7 v c c(,>pg , 3. 4 -etc tec >r 

tf&toft/c,, ^tfcJffiSa^S5?gA {5 0nMh';^ 
(fc Fn + ->^^) 75 ^i*>HCI(F 'J *-HCl . 
PH7.4); 0.&1M i?U>y7 5«i (EDTA) ; 

0. 375 MNaCK 0.2 %NonidetP-40(g»i§M) (BDH 
^SMX'jif-yF, ^H^'— 7U) ; lmMPMSF) 

1 . «n 1 men u-emmm. a 9 gp©ai^r ma 0 

fc. 1V^± <-te-5-f F5 4 5 (SHHSH) . ^a>v 
>k7k OA«P-;7, *H*y7 *Jb^-7W) MM 

X7'J-48X 1 5#jWX-CV*T Visit (&$m 

m) xmmy\y>^-±-c^mm. (#j2o,ooorpm)-cism 
itutc mmmt/^i f (®^is*§) &m&fm 

*fl,-Ci|g«$tA4.5 g&£/m>T±ie©*3ft<b:fr/£K:J: 9 

®&z>'-<i>nzMm (NH 4 ) I so 4 ^tti-rscitcj:«? 

tdftS-tt-C. *ttii&7 5KI&n&&fc. c:©^^* 
6 0»|IB»L<«W>U. «3ti»»«r»C^I»K«fe0ll«lO 
tc 0 S^tlfc^l/? h*MJB?SB {5 OiiMh yx-HCl 
. pH8 ; 3 OmMNaCI; 1 F W F -71/ 

(DTT) ; lmMEDTA ; lmMPMSF : 10%i"J 

tp-;u wcmmL. mt&mmicttL-c 1 8B#ras 

[0 04 8 ] ^^ftl 5 Omq^tfSW^nfcjaai 
®J©7 =i - F * 7 0 oifiOflc-tfffiRCft . 5 cm©S?:W 
fU77f^XA25 (aefikfiM) 7^^->3c^* 
7A (7 r Jl/Vv-7. X')i-f>l7y7't7) ±K 
TtWtfco S^*^^ 1 0 an/miE\tci6^~cm.ffim 
BtCJcO-YV^^T"^ f ^ ItCftZffl Ltc 0 HIV7"nf7 
— fe'«tt5:^t?lli^ (TI2©7f -fe-TK:-o^-C©IBtg^ 
#JHD =Sr^-&. nJ^14©^>^-i'» ; &. fi&W7k14 (nh 
,) l sa 1 %mm-r&Ct<,c<i;'t)mL. ± (N^j.scsgS 
8 5 %t&fn*f#fc„ ctssi/fc^^^-^^a^ittcj; 

<9^*C. fien/c^U;- {50rW2- 
(4-^e7l/^yy) J.5?>x;l/:t:>^ (MES) . pH5. 
5 ; 150nWNaCl; lnWDTT; ImMEDTA; 10% 

LT18B$raS*Tb. ^C^-C-7 0'CCC*jt,»riS*SO 
fc„ ^sflfliai%?:±f2i3iS©^<b|HlD^S(C c fcf). * 
>/^»l 5 Omcp&^tfTyrJ- FtCtTf F^7 

^mt>. 3 4 ml ©ry ^- Ffc^SdL/. -7 0*ck 
fctirsffu/c. 2 o L©^gsa>6@i|x 3 ft fc&;&*> 

^-S«$ft/caa/7>/ni3*Sl8.2mmo1©H I V 
^Df 7-H2*©#S&fJt§145:WL. «S«tC«3 0 Omq 

-c&itc. mimic. To^-bz$g.ffim (Tte#ji) 

«:d:«3g»J©?fia[© 1 /3 8K#SKL/c (BPfe. ^{'P 
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Mm : VSFNFPQ I TL-NH, . M/ttl64(*^ 
^'J?t6, Tpnoc. Natl. Acad Sci . USA J 8 6. 
80 7 ( 1 98 9) «M) 4iItLt«ffll/c„ C© 
Sfttt. DMSOtf©* h 7 * 1 0mM<tU 4°CTfiM¥ 
L/C ffifflBtfW:. C©X h L. jg® 

4 0 OuM*mtc (BP*,. »ftftfflf§®) . 
[0049] : ME S (lOOnW). KC 1 (300mM) 

MEDTA (5mM) £^)gn»0(90ml) ^{C^t. t# 
6ft/c&$£?g*ttNaOHKJ:f)5.5 fcig!gL/c 0 {&#© 
®S^rH,0 K«tOff!iri 0 Oml it. 
/c. 

: ( 1 ) T v -fe-f S^ftB. »tf^»»2 0 Ml 
. 1 0 % DM S of©i*£&fb^i2j©?g?£ 1 0 m 1 SO' 
BSfftftgiKi Omi Sfi^ticiKiotSlo 

/Co (2) COT f t -rS^t^ 3 7 •CtCfcUt 3 0^ 

/c„ (4) .ti^sn/cT^-fe-fs^i o o mi 

4 ml/^ttteW S&PgftfcJIBic J: > - x jl/v- 

3X3CRC8*7A (A-+>x;Uv--i'>3-7j<u 

*HPLC«c#-r4C4tcJ:or. SS»SCf^R«) (BP 
VSFNFMPQITL-NH.^Ibfc. C 

©£jie«Tia©M«p-c&s : 

0.0-0.5 7 0%A/3 0%B ; 
0.5-3.0 6 7%A/3 3%B; 
3.0-5.0 fl\ 2 0%A/8 0%B: 
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* 5.0-6.5 7 0%A/3 0%B; 

(±IBA»H,0 "t 1 © 3 fiMSSSE Kf s ^l'^ H D^A/o.OS 
%H,Pa B«T-fe h U>»H^0.05%H3Pa ~C 

&£) „ ?§St«2 1 OnmfCfcOTSgt&L/c ( 5 ) 

ik&mtt l<dt v^a «£«rca mm^im 2 ~ 4 tc 

|H]B${CttL/c. 

[0050] mmcomm ■. ^m^.fmmjmu<onmm 

% f - 4? ©S5 5 * /c«®^ OTPLCf-i' ©»#«: J: 
10 /c : 

Kfb (%) = (^^©fc--*iBi3$/c«t:---*M«© 
£f t/SM&C>*£^© f - i> H$ 3 $ 1dA f - d» ffi«© 

&m x 1 0 0 

KH{b^©SE^Pl$B. TIE© <fc 5 (CLXntii L/c. 
PflS (%) =100- (T»-te-t»^*KDRft (%) / 
*tM©3fc<b (%) ) x 1 0 0 

H I V - 7* P f T - -fe'© 5 0 % Pl«£ & /c 6 f i*®Hb^ 
B|J*>. IC iB it TIE©J:5tCLTfflJ5£L 

/c : &m<Dfm~gftmz> ^t^©3o<D^^5?i 

20 K©S/Ncot,»rS'J^L/c<, ^©f&. 1 C s „^ tmit 

— fe'HPLcr v-fe-f «:fct»r aij^^n/c 5£i©w=. 
fb£«?© 1 c SI ,*Tfe©«4i(c»cf6. 

[0 0 5 1 ] 



caul 



1 



IC, . ( nM) 



4 (S) -^>>Ml/ 1 - { 3 (S) - { {N- 

(^<>s?;M-*i/#.rt>sj^;i>) 7^) - 

2 (R) -tFO+'>-4-7x^^;H -N- 
tert-^JU- fc'P 'jy>-2 (S) -#JU#^g5_F 
4 (R) — 4>^l/^+->-l- {3 (S) - { {N- 

2 (R) -tKO + ^-4-7*-J^;H -N- 
tert-75 : -;UfP';^>-2 (S) h' 



1 5 0 



1 6 



3 4 (R) — i>^U^+~>- 1 - {3 (S) - { {N- 3 9 

(•^>^;P:*+->#;b5j<-;l/) 7x^7^1,) - 
75/) -2 (R) -bFo+i/-4-7i-Jb- 
:7>;l<} -N-tert-^^;!/- fO'jy>- 

2 (S) -?3Jl/^-»5 K 

4 4 (S) --O^U^+S^- 1 - {3 (S) - { {N- 30 0 

('OiMM-^-^.il/jtf— ;U) 7.X^-7*"-Jl/} 7;/) - 
2 (R) -t KP + ~>- 4 -7 x^Jl/'T'^Jl/} -N- 
tert-r/^-fc'P U'^>-2 (S) - bJltf*-? S. F 

5 1- {3 (S) - { {N- (^ls¥)V**isJj)l#z.)\,) - 74 5 

75^) -2 (R) -tKn^->-4- 
-N-tert-:7>Jl/-4 (S) - 



(i7) mmw-e -2 5 i 5 8 

31 32 

(2 -j*)\,y'W)i>**is) fa 2 (S) - 
*jMf±^i F • 

6 1-{3(S)-{{N- (^>^I/**^#;l/#~Jl/) - 180 
'*'J;U} 7^} -2 (R) - bFP^>-4-7x^- 

-N-tert--/^^-4 (R) - (2-^;U- 
ypb^tt^) b'py^>-2 (S) -ftjMQfr-frS K 
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